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Specification ' 

Novel 2-heteroaryl substituted benzimidazole derivative. 

The Field of Technology 

This invention relates to the following, namely, glucokinase activator containing as effective 
ingredient 2-heteroaryl substituted benzimidazole, which is useful in field of medicine. 
Furthermore, it relates to a novel 2-heteroaryl substituted benzimidazole derivative. 

Background technique. 

Glucokinase (GK) (ATP : D-hexose 6-phosphotransferase, EC2.7.1.1) is one of the 4 types of 
kinases of mammals (hexokinase IV). The hexokinase is the enzyme of the first step of the 
glycolytic pathway and catalyses the reaction from glucose to glucose-6-phosphate. The 
expression of glucokinase is mainly localised in liver and pancreatic p cells, and plays an 
important role in the glucose metabolism of the whole body by controlling the rate limiting step 
of the glucose metabolism of these cells. The glucokinases from liver and pancreatic p cells have 
different sequences of the N-terminal 15 amino acids due to difference in splicing, however, 
enzymatic characteristics are the same. In three hexokinases (I, II and III) other than glucokinase, 
the enzyme activity reaches saturation at glucose concentration of 1 mM or less, whereas die Km 
of glucokinase with respect to glucose is 8 mM which is close to the physiological blood sugar 
value. Accordingly, in the form of responding to the blood sugar change from normal blood sugar 
(5 mM) to elevated blood sugar after meals (10-15 mM), facilitation of intracellular glucose 
metabolism takes place via glucokinase. 

A hypothesis has been proposed from about 10 years ago, wherein the glucokinase acts as the 
glucose sensor of liver and pancreatic (J cells [cf. for example, Garfinkel et al., Computer 
modeling identifies glucokinase as glucose sensor of pancreatic 0-cells, American journal 
Physiology), Vol. 247 (3Pt2), 1984, pp. 527-536]. 

It is becoming clear from the recent results of glucokinase gene manipulation mice that in fact, 
the glucokinase plays an important role in the glucose homeostasis of whole body. The mouse in 
which glucokinase gene has been destroyed dies shortly after birth [cf. for example. Transgenic 
Knockouts reveal a critical requirement for pancreatic p-ceil glucokinase in maintaining glucose 
homeostasis, Cell, Vol. 83, 1995, pp. 69-78], on the other hand, in the normal and diabetes 
mellitus mice that overexpressed glucokinase, the blood glucose level becomes low [cf. for 
example. Ferre T, et al. Correction of diabetic alterations by glucokinase, Proceedings of the 
National Academy of Sciences of the U.S.A., Vol. 93, 1996, pp. 7225-7230]. 

As a result of increase in the glucose concentration, although the reactions of the liver and the 
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pancreatic P cell differ, both responds in the direction of lowering the blood sugar. The pancreatic 
P cell starts to secrete more insulin, and the liver takes in sugar and stores as glycogen and at the 
same time, lowers the sugar release. 

In this way, the fluctuation of glucokinase enzyme activity plays an important role in glucose 
homeostasis of mammals through liver and pancreatic p cell. In the cases that develop diabetes 
mellitus in youth, called MODY2 (maturity-onset diabetes of the young), a mutation in 
glucokinase gene is discovered, and the lowered activity of glucokinase becomes the cause of 
blood sugar elevation [cf. for example, Vionnet N. et al., nonsense mutation in the glucokinase 
gene causes early-onset non-insulin-dependent diabetes mellitus, Nature Genetics, Vol. 356, 1992, 
pp. 721-722]. 

On the other hand, the lineage having mutation that increases glucokinase activity is also found, 
and such persons display hypoglycemic symptoms (cf. for example, Glaser B, et al, Familial 
hyperinsulinism caused by an activating glucokinase mutation, New England Journal Medicine, 
Vol.338, 1998, pp. 226-230]. 

From these, glucokinase also functions as glucose sensor in human and plays an important role in 
glucose homeostasis. On the other hand, blood glucose control using glucokinase sensor system 
is regarded as possible in many type II diabetics. Because the glucokinase activator can be 
expected to have insulin secretion facilitation action of pancreatic p cell and sugar up take 
facilitation and sugar release suppression action by the liver, it is considered as useful as 
therapeutic drug for the type II diabetes mellitus patients. 

Recently, it became clear recently that pancreatic p cell type glucokinase was expressed in rat 
brain, in particular, located in the feeding centre (Ventromedial hypothalamus, VMH). About 
20% of VMH is called glucose responsive neurons, and has been considered from the past to play 
an important role in body weight control. When glucose is administered to rat brain, the food 
consumption falls, whereas, when the glucose metabolism is suppressed by intracerebral 
administration of glucosamine, an glucose analogue, overfeeding is observed. From 
electrophysiological experiments, the glucose responsive neurons are activated in response to 
physiological glucose concentration change (5-20 mM), however, when the glucose metabolism 
is suppressed with glucosamine or the like, activity suppression is observed. As the glucose 
concentration detection system of VHM, a mechanism via glucokinase similar to the insulin 
secretion of pancreatic P cell is assumed. Accordingly, a substance that activates the glucokinase 
of VHM in addition to liver and pancreatic p cell has a potential to correct obesity that becomes a 
problem in may type II diabetic mellitus patients as well as the blood sugar correction effect 
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From the above description, the compound having glucokinase activation action is useful as 
therapeutic agent and/or preventive agent of diabetes mellitus, or as therapeutic agent and/or 
preventive agent of chronic complication of diabetes mellitus such as retinopathy, nephropathy, 
neurosis, ischemic cardiac disease, arteriosclerosis or the like, and moreover as therapeutic agent 
and/or preventive agent of obesity. 

As far as benzimidazole derivative is concerned, for example, compounds represented by 
following formula 



have been described (cf. for example Kokai 2000-026430). 

Although the compound described by the aforesaid formula has a substituent at the 2 position of 
benzimidazole skeleton, the substituent thereof is 4-chlorophenyl and it is different from the A 
ring in accordance with this invention. 

Moreover, the application of the said compound relates to interleukin production suppression, and 
there is no description that the said compound is useful for the therapy and/or prevention of 
diabetes mellitus, nor, there is a description suggesting this. 

Moreover, as far as benzimidazole derivative is concerned, for example, compounds represented 
by following formula 



are described (cf, for example, W 02004-017963). 

The compound described by the aforesaid formula contains only one substituent on benzene ring 
of the benzimidazole skeleton, moreover although it has a substituent in 2 position of the 
benzimidazole skeleton, the substituent thereof is 5-chlorothienyl, and it is different from the A 
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ring in accordance with this invention. 

Moreover, the application of the said compound relates to Factor Xa and Factor Vila inhibitors, 
and there is no description that the said compound is useful for the therapy and/or prevention of 
diabetes mellitus, nor, there is a description suggesting this. 

Disclosure of the invention . 

Problems to be overcome by this Invention. 

The object of this invention is to put forward novel 2-heteroaryl substituted imidazole derivative 
and glucokinase activator using this and in particular to put forward a therapeutic agent and/or 
preventive agent of diabetes mellitus and obesity. 

These inventors carried out assiduous investigation in order to develop a novel diabetes mellitus 
drug which has drug efficacy exceeding the preexisting diabetes mellitus drug due to different 
action from aforesaid preexisting drugs, and a novel diabetes mellitus drug having new efficacy, 
as a result, the novel 2-heteroaryl substituted benzimidazole derivative has glucokinase activation 
action. This invention was completed based on this discovery. 

Namely, this invention relates to the following: 

(1) A compound represented by Formula (1-0), or pharmacologically acceptable salts thereof 



(wherein, X denotes a carbon atom or nitrogen atom, 

Xi, X2» X3 and X4 each independently denote carbon atom or nitrogen atom, 

A ring denotes a 5-6 membered nitrogen containing heteroaromatic ring represented by formula 




(ID 




Ring A 



which may containing 1-3 heteroatoms selected from nitrogen atom, sulfur atom and oxygen 
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atom in the ring (excluding the nitrogen atom represented by N* in formula II), or a bicyclic ring 
in which the said nitrogen containing heteroaromatic ring and phenyl or pyridyl are condensed, 
R 1 denotes aryl or a 4-10 membered monocyclic or bicyclic heterorings containing 1-4 
heteroatoms selected from nitrogen atom, sulfur atom and oxygen atom in the ring (the said R 1 
may be each independently substituted with lto 3 R 4 , moreover, when the said heteroring is an 
aliphatic heteroring, it may contain 1 or 2 double bonds), 

R 2 each independently denote hydroxy, formyl, -CH 3H1 Fa, -OCH 3 J?„, amino, CN, halogen, d-6 
akylor(CH 2 ) M OH, 

R 3 denotes -C,-6 alkyl, -(CH 2 ) 1j6 -OH, -C(0)-OC,^ alkyl, -(CH^-OC^ alkyl, -(CH 2 )i^NH 2f 
cyano, -C{0)-Ci^ alkyl, halogen, -C^alkenyl, -OCi^alkyl, -COOH, -OH or oxo, 
R 4 each independently, 

-Ci^ alkyl (the said alkyl may be substituted with the same or different 1 to 3 hydroxy, halogen, 
-OC(0)-Ci_* alkyl (the said alkyl may be substituted with 1 to 3 halogen), or -OCi.* alkyl) 

- C3.7 cycloalkyl, 

- C 2 .6 alkenyl, 
-C(0)-N(R 3l )R 52 , 
-S(0) 2 -N(R 51 )R 5 \ 

-O-Gm alkyl (the said C M alkyl may be substituted with halogen or N(R 5! )R 52 ), 
-S(0)m-Cm alkyl, 

-C(O)- C1.6 alkyl (the said Ci^ alkyl may be substituted with halogen, amino, CN, hydroxy, -O- 
C M alkyl, -CH 3 JF a , -OC(0)-C,-6 alkyl, -N (C,^ alkyl)C(0)0-C^ alkyl, -NH-C(0)0-C M alkyl, 
phenyl, -N(R 5! )R 52 -NH-C(0)-C^ alkyl, -N (C M alkyl)-C(0)-Ci^ alkyl or -NH-S(0)o_ 2 -C^ 
alkyl), 

-C(S)-C 3 . 7 cycloalkyl, 
-C(S)-d-6 alkyl, 
-C(0)-0-C w alkyl, 
-(CH 2 )(M-N(R 53 )-C(0)-R 54 , 
-N(R 53 )-C(0)-0-R 54 , 

-C(0)-aryl (the said aryl may be substituted with halogen), 
-C(0)-heteroaromatic ring, 
-C(0)-aliphatic hetero ring, 

hetero ring (the said hetero ring may be substituted with -C1-6 alkyl (the said -Cu alkyl may be 
substituted with halogen or -O-Ci^ alkyl), 

phenyl (the said phenyl may be substituted with halogen, -C1-6 alkyl, -0-Ci_6 alkyl), 
halogen, CN, formyl, COOH, amino, oxo, hydroxy, hydroxy amidino or nitro, 
R 51 and R 52 each independently denote hydrogen atom, -Ci^ alkyl, 
or 4-7 membered hetero ring formed by linking nitrogen atom, R 51 and R 52 together, 
R 53 denotes a hydrogen atom or -Ci^ alkyl, 
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R 54 denotes -C^ alkyl or, 

4-7 membered nitrogen-containing aliphatic hetero ring formed by linking the alkyl of R 53 and 
R 5 \ and -N-C(0)- together or 

4-7 membered nitrogen-containing aliphatic hetero ring formed by linking the alkyl of R 53 and 

R 54 » and -N-C(0)-0- together (the said aliphatic hetero ring may be substituted with oxo, and 

moreover, the said aliphatic hetero ring may contain 1 or 2 double bonds in the ring), 

X 3 denotes -O-, -S-, -S(O)-, -S(0) 2 -, single bond or -0-Ci_ 6 -alkyl", 

a denotes, each independently, an integer of 1, 2 or 3, 

q denotes an integer of 0-2, 

m denotes an integer of 0-2] 

(wherein the following cases were excluded: 

the case wherein one of X 5 is -0-, ^S-, -S(O)- or -S(0) 2 -, and the other X 5 is single bond, and also 
R 1 is aryl or riitrogen-containing aromatic heteroring containing 1-4 heteroatoms selected from 
nitrogen atom, sulfur atom and oxygen atom (the said aryl may be substituted with 1-3 R 4 ), 
the case wherein both X 5 are single bonds, or 
the case wherein both R 1 are aliphatic heteroring). 

Moreover, this invention also relates to the following: 

(2) a compound in accordance with aforesaid (1) or pharmacologically acceptable salts thereof, 
wherein in formula (1-0), Xi to X4 are all carbon atoms, or 

(3) a compound in accordance with aforesaid (1) or pharmacologically acceptable salts thereof, 
wherein in formula (1-0), X 5 is -0-, -S-, -S(O)-, -S(0) 2 - or single bond. 

Moreover, this invention also relates to the following: 

(4) a compound in accordance with aforesaid (1) or pharmacologically acceptable salts thereof, 
wherein the compound represented by formula (1-0) is the formula (1-1) 




(i-i) 

[in the formula, R 11 denotes phenyl which may be substituted with 1-3 R 4 or 5 or 6-membered 
nitrogen-containing heteroaromatic ring containing 1-4 heteroatoms selected from nitrogen atom, 
sulfur atom and oxygen atom (the said nitrogen-containing heteroaromatic ring may be 
substituted with 1-3 R 4 ), and also 

X51 denotes -O-, -S-, -S(O)- or -S(0) 2 -, and fee other symbols are the same as above]. 
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Moreover, this invention also relates to the following: 

(5) a compound in accordance with aforesaid (4) or pharmacologically acceptable salts thereof, 
wherein in formula (1-1), both R n are phenyl which may be substituted with 1-3 R 4 , or 

(6) a compound in accordance with aforesaid (4) or pharmacologically acceptable salts thereof, 
wherein in formula (1-1), both R u are 5 or 6-membered nitrogen-containing heteroaromatic ring 
containing 1-4 heteroatoms selected from nitrogen atom, sulfur atom and oxygen atom (the said 
nitrogen-containing heteroaromatic ring may be substituted with 1-3 R 4 ), or 

(7) a compound in accordance with aforesaid (4) or pharmacologically acceptable salts thereof, 
wherein in formula (1-1), one of the R u is phenyl which may be substituted with 1-3 R 4 and also 
the other R n is 5 or 6-membered nitrogen-containing heteroaromatic ring containing 1-4 
heteroatoms selected from nitrogen atom, sulfur atom and oxygen atom (the said 
nitrogen-containing heteroaromatic ring may be substituted with 1-3 R 4 ). 

Furthermore, this invention also relates to the following: 

(8) a compound in accordance with aforesaid (1) or pharmacologically acceptable salts thereof, 
wherein the compound represented by formula (1-0) is the formula (1-2) 




(1-2) 

[in the formula, R n denotes phenyl which may be substituted with 1-3 R 4 or 5 or 6-membered 
nitrogen-containing heteroaromatic ring containing 1 -4 heteroatoms selected from nitrogen atom, 
sulfur atom and oxygen atom (the said nitrogen-containing heteroaromatic ring may be 
substituted with 1-3 R 4 ), 

R 12 denotes 4 to 7-membered nitrogen-containing heteroring having as hetero atom constituting 
the hetero ring at least one nitrogen atom and also as other hetero atom, 1-4 heteroatoms selected 
from nitrogen atom, sulfur atom and oxygen atom (the said R 12 may be substituted with 1-3 R 4 , 
and moreover, when the said hetero ring is an aliphatic hetero ring, it may contain 1 or 2 double 
bonds), 

X M is -0-, -S-, -S(O)- or -S(0) 2 -, 

X 52 is -0-, -S-, -S(O)-, -S(0)2- or single bond, and the other symbols are the same as above]. 
Moreover, this invention also relates to the following: 

(9) a compound in accordance with aforesaid (8) or pharmacologically acceptable salts thereof, 
wherein in formula (1-2), R 12 is 4 to 7-membered nitrogen-containing saturated aliphatic hetero 
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ring having as hetero atom constituting the hetero ring at least one nitrogen atom and also as 
other hetero atom, 1-2 heteroatoms selected from nitrogen atom, sulfur atom and oxygen atom 
(the said nitrogen-containing aliphatic hetero ring may be substituted with 1-3 R 4 ) and also X 32 is 
a single bond, or 

R 12 is 5 to 7-membered nitrogen-containing aliphatic hetero ring having as hetero atom 
constituting the hetero ring at least one nitrogen atom and also as other hetero atom, 1-2 
heteroatoms selected from nitrogen atom, sulfur atom and oxygen atom and moreover containing 
1 or 2 double bonds in the ring (the said 5 to 7-membered nitrogen-containing hetero ring may be 
substituted with 1-3 of aforesaid R 4 ) and also X 32 is -O-, -S-, -S(O)- or -S(0) 2 -, 

(10) a compound in accordance with aforesaid (8) or pharmacologically acceptable salts thereof, 
wherein in formula (1-2), R 12 is 4 to 7-membered nitrogen-containing saturated aliphatic hetero 
ring having as hetero atom constituting the hetero ring at least one nitrogen atom and also as 
other hetero atom, 1-2 heteroatoms selected from nitrogen atom, sulfur atom and oxygen atom 
(the said nitrogen-containing aliphatic hetero ring may be substituted with 1-3 R 4 ) and also X 52 is 
a single bond, or 

(1 1) a compound in accordance with aforesaid (8) or pharmacologically acceptable salts thereof, 
wherein in formula (1-2), R 12 is 5 to 7-membered nitrogen-containing aliphatic hetero ring having 
as hetero atom constituting the hetero ring at least one nitrogen atom and also as other hetero 
atom, 1-2 heteroatoms selected from nitrogen atom, sulfur atom and oxygen atom and moreover 
containing 1 or 2 double bonds in the ring (the said 5 to 7-membered nitrogen-containing hetero 
ring may be substituted with 1-3 of aforesaid R 4 ) and also X 52 is -0-, -S-, -S(O)- or -S(0) 2 -, 

(12) a compound in accordance with aforesaid (8) or pharmacologically acceptable salts thereof, 
wherein in formula (1-2), R 12 is 5 to 7-membered nitrogen-containing aliphatic hetero ring having 
as hetero atom constituting the hetero ring at least one nitrogen atom and also as other hetero 
atom, 1-2 heteroatoms selected from nitrogen atom, sulfur atom and oxygen atom and moreover 
containing- 1 or 2 double bonds in the ring (the said 5 to 7-membered nitrogen-containing hetero 
ring may be substituted with 1 -3 of aforesaid R 4 ) and also X 52 is -0-. 

Moreover, this invention also relates to the following: 

(13) a compound or the pharmacologically acceptable salts thereof wherein formula (1-1) is 
represented by formula (1-1 1) 




(each symbol is the same as above), 
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(14) a compound in accordance with aforesaid (13) or pharmacologically acceptable salts thereof, 
wherein in formula (1-12), both X 51 are -0-, 

(15) ) a compound or the pharmacologically acceptable salts thereof wherein formula (1-1) is 
represented by formula (I- 1 2) 




(1-12) 

(each symbol is the same as above), 

(16) a compound in accordance with aforesaid (15) or pharmacologically acceptable salts thereof, 
wherein in formula (I- 1 2), both X 5 1 are -0-. 

Moreover, this invention also relates to the following: 

(17) a compound in accordance with aforesaid (10) or pharmacologically acceptable salts thereof, 
wherein R 12 in formula (1-2) is formula (III-l) 




( iii-i) 

or formula (III-2) 




(IH-2) 

[wherein, n denotes an integer of 1-3, and R 41 denotes the group same as the aforesaid R 4 ). 
Moreover, this invention also relates to the following: 

(18) a compound in accordance with any one of aforesaid (1) to (17) or pharmacologically 
acceptable salts thereof, wherein the A ring is thiazolyl, imidazolyl, isothiazolyl, thiadiazolyi, 
oxadiazolyl, triazolyl, oxazolyl, isoxazolyl, pyrazinyl, pyridyl, pyridazinyl, pyrazolyl or 
pyrimidinyl which may be substituted with 1-3 of aforesaid R 4 . 



Moreover, this invention also relates to the following: 

(19) a compound or pharmacologically acceptable salts thereof, wherein the compound 
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represented by formula (1-0) is 
5-(4-methanesulphonyl-phenoxy)-2-pyra^ 
5-(2-carbamoyl-phenoxy)-2-pyridin-2-yl-6-(6-methane^ 
zole, 

5-(2-caibamoyl-phenoxy)-2-pyrazin-2-yl-6-(6-methan^ 
zole, 

5-(2-fluoro-phenoxy)-2-pyridin-2-yl-6-(6-methanesulpho 

5-(2-difluoromethoxy-pyridin-3-yloxy)-6-(6-met^ 

lH-benzimidazole, 

5-(2-difluoromethoxy-pyridin-3-yloxy)-6-(6-m^ 
lH-benzimidazole, 

5-(2-difluoromethoxy-pyridin-3-yloxy)-6-(6^ 

-pyrazol-3-yl)-lH-benzimidazole, 

5-(2-cyano-phenoxy)-2-pyridin«2-yl-6-(6-ethanesulfo^ 

5-(2-fluoro-phenoxy)-2-pyridin-2-yl-6-(6-ethane^^ 

5-(2-fluoro-phenoxy)-2-(lH-pyrazolO-yl)-6^6-ethanesulfonyl-pyridin-3 

le, 

5-(2,3-dinuoro-phenoxy)-2-(l-methyl-lH-pyra^ 
-benzimidazole, 

5-(2,4-difluoro-phenoxy)-2-pyrazin-2-yl-6-(6-eto^ 
> 

5-(2,5-difluoro-phenoxy)-2-pyridin-2-yl-6-(6-ethanes^ 
i 

5-(2,6-difluoro-phenoxy)-2-pyrazm-2-yl-6-(6^ 

5-(2,6-difliioro-phenoxy)-2-(l -methyl- 1 H-pyrazol-3-yl)-6-(6-ethanesulfonyl-pyridin-3-yloxy)- 1 H 
-benzimidazole, 

5-(2-fluoropyridin-3-yloxy)-6-(6-ethanesulfon^ 
le, 

5-(2-fluoropyridm-3-yloxy)-6-(6-ethanesuto^ 

5-(2-chloropyridin-3-yloxy)-6-(6-ethanesulfonylpyridin-3-yloxy>2^^ 
le, 

5-(2-chloropyridin-3-yloxy)-6-(6-ethanesulfony^ 
le, 

5-(2-cyanopyridin-3-yloxy)-6-(6-ethanesulfonylpyridm^ 
e, 

5-(2-difluoromethoxy-pyridin-3-yloxy)-6-(6^ 
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benzimidazole, 

5-(2-difluoromethoxy-pyridm-3-yloxy)-6^ 
benzimidazole, 

5-(2-difluoromethoxy-pyridin-3-yloxy)-6-(4-ethanesulfonyl-phenoxy)-2-pyridm 
dazole, 

5-(2-difluoromethoxy-pyridin-3-yloxy)-6-(4-ethanesulfon^^^ 
idazole, 

5-(2,6-difluoro-phenoxy)-2-pyridin-2-yl-6^ 
zole, 

5-(2-carbamoyl-phenoxy)-2-pyridin-2-yl-6-(6-ethanesulfonyl-pyridin-3 -y loxy)- 1 H-benzimidazol 
e» 

5-(2-fluoro-6-cyano-phenoxy)-2-pyridin^2-yl-6-(6-ethanes^ 
azole, 

5-(2-fluoro-6-carbamoyl-phenoxy)-2«pyridin-^ 
midazole, 

5-(2-fluoro-6-carbamoyl-phenoxy)-2-pyrazin-2-y^ 
ole, 

5-(2-fluoro-6-cyano-phenoxy)-2-pyrazin-2^ 
azole, 

5-(2-fluoro-6-(tetrazol-5-yl)-phenoxy)-2-pyrazin-2^ 
enzimidazole, 

5-(2-difluoromethoxypyridin-3-yloxy)-6^3-chloro^-^ 
1 H-benzimidazole, 

4-(2-fluoro-phenoxy)-2-(pyridin-2-yl)-6-(4-methanesulph^^ 
4^2,6-difluoro-phenoxy)-6-(6-methanesulphonyl-pyridinO^ 
zole, 

4-(2,6-difluoro-phenoxy)-6-(6-methanesulp^ 
zole, 

4-(2,6-difluoro-phenoxy)-6-(6-ethanesulfonyl-pyrid^ 

4-(2,6-difluoro-phenoxy)-6-(6-ethanesulfonyl-py^ 
i 

4-(l-methyl-2-oxo-l,2-dihydro-pyridh-3-yloxy) 
H-benzimidazole, 

4^2,6-difluoro-phenoxy)-6-(6-ethanesulfonyl-pyri^ 
dazole, 

4^2-fluoro-phenoxy)-6-(6-ethanesulfonyl-p 
4^2,3^ifluoro-phenoxy)-6-(6-ethanesulfonyl-pyridin-^^ 
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4-(2,5-difluoro-phenoxy)-6-(6-etha^ 
» 

4-(2-cyano-6-fluoro-phenoxy)-6-(6-e^ 
azole, 

4^2-cyano-6-fluoro-phenoxy)-6-(6Hmethanesulphonyl-p^ 
midazole, 

4- (2-cyano-6-fluoro-phenoxy)-6-(6-meth^ 
midazole, 

W2-(6^5-bromo-pyridin-2-yloxy)-2-pyridin-2^ 
ne, 

i-(2^6^6-methanesulphonyl-pyridin-3^^ 

1- yl)-ethanone, 

l<2-(6-(4-hydroxymethyl-phenoxy)-2-pyridin-2-yl-3H-benzimidazol^ 
one, 

1 -(2-(6-[4Htnethanesulphonyl-phemoxy]-2-p^ 1 -yl)-et 

hanone, 

2- (6-(4-methanesulphonyl-phenoxy)-2-pyridin-2-yl-3H-benzimidazol-5-yl)-py^ 
amide, 

2-hy droxy- 1 -(2-(6-(4-methanesulphonyl- 1 -phenoxy)-2-pyridin-2-y l-3H-benzimidazol-5-y l)-pyiTO 
lidin-l-yl)-ethanone, 

l-(2-(6<6-ethanesulfonyl-pyridin^-yloxy>^ 
)-ethanone, 

1- (2-(6-(4-methanesulphonyl-phenoxy 
hanone, 

2- fluoro-l<2-(6^4-methanesulphonyl-phenoxy)-2-^ 
n-l-yl)-ethanone, 

5- (6<l-acetyl-pyrroUdin-2-yl)-2-pyridin-2^^ 
H2^6-(4-methanesulphon^ 
methylamino-ethanone, 

l-(2^6-(4-methane^lphonyl-phenoxy)-2-(lH-pyrazol-3-yl)-3H-benzimidazol-5-yl)-^ 
yl)-ethanone, 

H^fluoro-2-(6<4-methanesulphonyl-pte 
n-l-yl)-ethanone, 

N-(5-(6-[ 1 -acetyl-pyrrolidin-2-yl]-2-pyridin-2-yl- 1 H-benzimidazol-5-yloxy)-pyridin-2-yl)-aceta 
mide, 

l-(2-(2<5-bromo-pyridin-2-yl)-6-(4-meth^^ 
din-l-yI)-ethanone, 
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N-(2-(2-[6-(4-methanesulphonyl-phenoxy]-2-pyridin-2^ 
)-2-oxo-ethyl)-acetamide, 

6-(l -acetylpyrrolidin-2-yl)-5-(4-(methoxymethyl) phenoxy)-2-pyridin-2-yl-l H-benzimidazole • 
mono trifluoroacetate, 

1 -(4-((6-(l -acetylpyrrotidin-2-yl)-2-pyridin-2-yl- 1 H-benzimidazol-5-yl) oxy) phenyl) 
pyridine-2 ( 1 H)-one, 

6-( 1 -acetylpyiTolidin-2-yl)-5-((6-(5-methyl-[ 1 ,2,4]-oxadiazol-3-yl) pyridin-3-yI) 
oxy)-2-pyridin-2-yl- 1 H-benzimidazole, 

(2-(2-(5-((2 , -fluorobiphenyl-4-yl)oxy)-2-pyridin-2-yl-lH-benzimidazol-6-yl) 
pynrolidin- 1 -y l)-2-oxoethy I) methylamine, 

6<l-acetylpyrrolidin-2-yl)-5--((6-[[l,2,4]-oxadiazoi-3-yl)pyridin-3-yI) 
oxy)-2-pyridin-2-y 1- 1 H-benzimidazole, 
6-(l-acetylpyrrolidin-2-yl)-5-(4-(2-methyl-2H-tetrazol-5-yl) 
phenoxy)-2-pyrazin-2-yl- 1 H-benz imidazole, 

5- (l -acetyl-3-fluoropyrrolidin-2-yl)-6-(4-(methanesulphonyl) 
phenoxy)-2-pyridin-2-yl-lH-benzimidazole, 

6- (l-acetylpyrrolidin-2-yl)-5-((6»(2-methyl-2H-tetrazol-5-yl) pyridin-3-yl) 
oxy)-2-pyridin-2-yl- 1 H-benzimidazole, 
6-(l-acetylpyrrolidin-2-yl)-5-(4.(2-methyl-2H-tetrazol-5-yl) 
phenoxy)-2-pyridin-2-yl- 1 H-benzimidazole, 

5- (l-acetyl-5-methylpyrrolidin-2-yl)-6-(4-(methanesulphonyl) 
pbenoxy)-2-pyridin-2-yl- 1 H-benzimidazole, 

6- (l-acetylpyrrolidin-2-yI)-5-((6-(2-methyl-2H-tetrazol-5-yl) pyridin-3-yl) 
oxy)-2-pyrazin-2-yl-lH-benzimidazole, 

6-(l -acetylpyn-olidin-2-yl)-5-(6-(methoxymethylpyridin-3-yl) 
oxy)-2-pyridin-2-yl- 1 H-benzimidazole, 

2-(2-(5-(4-[2-methyl-2H-tetrazol-5-yl] phenoxy)-2-pyridin-2-yl-lH-benzimidazol-6-yl) 
pyrrolidin- 1 -yl)-2-oxo ethanol, 

2- (5K4-(2-methyl-2H-tetrazol-5-yl)phenoxy)-2-pyridin-2-yl-lH-benzimidazol-6-yl) 
pyrrolidine- 1 -carboxamide, 

5 ' -((6-( 1 -acety ipyrrolidin-2-y l)-2-pyridin-2-yl- 1 H-benzimidazol-5 -y 1) 
oxy)-2H-l,2'-bipyridin-2-one, 

3- (4-((6-(l-acetylpyrrondin-2-yl)-2-pyridin-2-ylTlH-benzimidazol-5-yl) oxy) 
phenyl)- 1 ,3-oxazoiidin-2-one, 

6-(l-acetylpyrrolidin-2-yl)-5-((6-methylpyridin-3-yl) oxy>2-pyridin-2-yl-l H-benzimidazole, 
6-(l -acetylpyrrolidin-2-yl)-5-((6-pyrazin-2-yl pyridin-3-yl) 
oxy)-2-pyridin-2-yl- 1 H-benzimidazo le, 
6-(l-acetyl-3-fluoropyrrolidin-2-yl)-5-((2'-fluorobiphenyl-4-yl) 
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oxy)-2-pyridin-2-yl- 1 H-benzimidazole, 
3-(4-((6-(l-acetylpyirolidto-2-y0^^^ 
phenyl)- 1 ,3-oxazolidin-2-one, 

6-(l -acetylpyrrolidin-2-yl)-2-pyrazin-2-yl-5-((6-pyrazin-2-yl pyridin-3-yl) 

oxy)-lH-benzimidazole, 

6-(l-acetylpyn-olidin-2«y0^ 

oxy)-2-pyrazin-2-yl- 1 H-benzimidazole, 

l-(4-((6-(l-acetyl pyrrolidin-2-yl)-2-pyrazin-2-yl-lH-benzimidazol-5-yl) oxy) phenyl) ethanone, 

6-(l-acetylpyrrolidin-2-yl)-5-(4-(5-methyl-[l,2,4]-oxadiazol-3-yl) 

phenoxy)-2-pyrazin-2-yMH-benzimidazole > 

6-(l-acetyl-5-methylpym>lidin-2-yl)-5-(4-^^ 

midazole, 

N-methyl-2<2-(5-(4-[2-me^^ 
pyrrolidin-l-yl)-2-oxo ethanamine, 

6-(l -acetyl-5-methylpyrrolidin-2-yl)-5-((6-(methoxy methyl) pyridin-3-yl) 
oxy)-2-pyrazin-2-yl-lH-beiizimidazole, 

l-(l-(6-(4-methanesulphonyl-phenoxy)-2-pyridin-2-yl-3H-benzimidazol-5-yl) 
hanone, 

1- (l-(6-(6-methanesulpbonyl-pyridln-3-yloxy)-2^^^ 

2- yl)-ethanone, 

l-(l-(6-(6-ethanesulfonyl-pyridin^^ 
)-ethanone, or 

l-(l-(6-(6-ethanesulfonyl-pyricUn-3-yloxy 
lidin-2-yl)-ethanone. 

Moreover, this invention also relates to the following: 

(20) a medicinal composition comprising the following (l)-(3) to be used for therapy, prevention 
and/or delay of onset of type II diabetes mellitus; 

(1) a compound in accordance with any one of the said (1) to (19), 

(2) a compound of 1 or 2 or more, selected from the group comprising following (a)-(h), 

(a) other glucokinase activator, 

(b) bis-guanide, 

(c) PPAR agonist, 

(d) insulin, 

(e) somatostatin, 

(f) a-glucosidase inhibitor, 

(g) insulin, and 

(h) DPF-IV (dipeptidyl peptidase IV) inhibitor 
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(3) a pharmacologically acceptable carrier, 

(21) a glucokinase activator containing as effective ingredient a compound in accordance with 
any one of the said (1) to (19) or pharmacologically acceptable salts thereof, 

(22) a therapeutic and/or preventive agent of diabetes mellitus containing as effective ingredient a 
compound in accordance with any one of the said (1) to (20) or pharmacologically acceptable 
salts thereof, or 

(23) a therapeutic and/or preventive agent of obesity containing as effective ingredient a 
compound in accordance with any one of the said (1) to (20) or pharmacologically acceptable 
salts thereof. 

Ideal form for Carrying Out the Invention 

Below the meanings of the terms used in this specification are explained, and the compounds in 
accordance with this invention are described in further detail. 

In this specification, as following group, the species listed below can be nominated unless 
specified in particular. 

As "aryr, hydrocarbon aromatic ring of carbon number 6-14 is meant preferably, and for 
example phenyl, naphthyl, biphenyl, anthryl and the like are proposed, among these, phenyl, 
naphthyl or biphenyl are preferred, and phenyl is more preferred. 

As M C]-6 alkyl", Ci^ alkyl containing straight chain or divergence is denoted, and for example 
methyl, ethyl, propyl, isopropyl, butyl, isobutyl, sec-butyl, tert-butyl, pentyl, isoamyl, neopentyl, 
isopentyl, 1,1-dimethylpropyl, 1 -methyl butyl, 2-methylbutyl, 1,2-dimethylpropyl, hexyl, 
isohexyl, 1-methyl pentyl, 2-methyl pentyl, 3-methyl pentyl, 1,1-dimethylbutyl, 
1,2-dimetbylbutyl, 2,2-dimethyl butyl, 1,3-dimethyl butyl, 2,3-dimethylbutyl, 3,3-dimethylbutyl, 
1 -ethyl butyl, 2-ethyl butyl, 1,2,2-trimethylpropyl, l-ethyl-2-methylpropyl and the like may be 
proposed. 

As "C^ alkenyl", C 2 * alkenyl having a straight or branched chain is denoted, and for example, 
allyl, 2-propenyl, 1-butenyl, 2-butenyl, 2-methyl-2-butenyl, 1-pentenyl and the like may be 
proposed. 

As "C3.7 cycloalkyl", for example cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, cycloheptyl 
and the like may be proposed. 

As "halogen", fluorine, chlorine, bromine or iodine is denoted. 
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As "-(CH 2 )m-OH", hydroxymethylene, hydroxy ethylene and the like may be proposed. 

As "-0-Ci_6 alkyl", for example, metboxy, ethoxy, propoxy or tert butoxy and the like may be 
proposed. 

As M -(CH 2 )i^-OCi-6 alkyl*, methoxymethyl, methoxyethyl, propyloxy methyl, isopropyl 
oxymethyl and the like may be proposed. 

As, "-C(0)-i^ alkyl", acetyl, ethyl carbonyl, isopropyl carbonyl, propyl carbonyl and the like may 
be proposed. 

As M -C(0)OC,^ alkyl", for example, methoxycarbonyl, ethoxycarbonyl or tert butoxycarbonyl 
and the like may be proposed. 

As "-(CH 2 )i-6-NH2 , \ aminomethyl, aminoethyl, aminopropyl and the like may be proposed. 

As n -NH-Ci-* alkyl", for example, methylamino, ethylamino, propylamino or 2-methyl 
butyl-amino and the like may be proposed. 

As "-N-di-(C^ alkyl)", it is meant a group in which the same or different aforesaid definition of 
M Ci*6 alkyl" and N are linked, and for example dimethylamino, ethyl propylamino, 2-methyl 
butyl- 1 -methylamino and the like may be proposed. Moreover, the same or different Cm alkyl in 
the "-N-di-(Ci.6 alkyl)" may form a ring together with nitrogen atom, and for example piperidine, 
pyrrolidine and the like are nominated as embodiment of the said ring. 

"-CHjJFa" means a group in which the 1-3 hydrogen atoms in methyl are substituted by fluorine 
atom, and for example, trifluoromethyl, difluoromethyl or fluoromethyl and the like may be 
proposed. 

"-OCH 3 *F a " denotes a group in which oxygen atom is combined with "-CH3-JV 1 of the said 
definition, and for example trifluoromethoxy, difluoromethoxy or fluoromethoxy and the like 
may be proposed. 

The a denotes an integer of 1-3. 

In order to disclose further using examples of compounds in accordance with this invention, 
various notations used in formula (1-0), (1-1), (1-2), (1-11) or (1-12) will be explained with 
examples. 
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The compound represented by formula (1-0) in accordance with this invention will be explained. 




X 5 denotes -0-, -S-, -8(0)-, -S(0) 2 -, single bond or -O-Ci-6-alkyl. 

R 1 denotes aryl or a 4-10 membered monocyclic or bicyclic nitrogen-containing heteroririgs 
containing 1-4 heteroatoms selected from nitrogen atom, sulfur atom and oxygen atom in the 
ring. 

As "aryl" of the R 1 , the same aryl as the aforesaid definition may be proposed, and phenyl, 
naphthyl or biphenyl are preferred, and phenyl is more preferred. 

As "4-7 membered monocyclic or 9 or 10 membered condensed heteroring containing 1-4 
heteroatoms selected from nitrogen atom, sulfur atom and oxygen atom in the ring" of the R 1 , it is 
meant a monocycle of 4- 7- membered ring as the ring or 9- or 10-memebred bicyclic ring of 
aliphatic hetero ring or aromatic hetero ring wherein 1 to 4 of the ring constituting atoms are 
heteroatoms selected from nitrogen atom, sulfur atom and oxygen atom and the other atoms of 
the hetero ring constituting ring are carbon atoms. 

When nitrogen atom is contained in the said hetero ring, said nitrogen atom may form N-oxide. 

When 2 or 3 heteroatoms are present in the said hetero ring, these may be the same or different 

When the said hetero ring is aliphatic hetero ring, moreover, the methylene in the said hetero ring 
may be replaced with nitrogen atom, sulfur atom or oxygen atom, furthermore, the said sulfur 
atom mat be oxidized to form sulphenyl or sulfonyL 

As said hetero ring, for example, azetidinyl, thiazolidinyl, pyrrolidinyl, pyrrolinyl, 2-pyrrolidonyl, 
azepanyl, 2,5-dioxo pyrrolidinyl, 2-benzoxolinonyl, 1,1-dioxo tetrahydrothienyl, 2,4-dioxo 
imidazolidinyl, 2-oxo-[ 1 ,3,4H4-triazolinyl), 2-oxazoiidinonyl, 5,6-dihydrouracilyl, 
1,3-benzodioxolyl, [l,2,4]-oxadiazolinyl, 2-azabicyclo [2.2.1] heptyl, 4-thiazolidonyl, 
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morpholinino, 2-oxo tetrahydrofuranyl, tetrahydrofuranyl, 2,3-dihydrobenzofiiranyl, benzothienyl, 
isoxazolyl, tetrahydropyranyl, piperidyl, l-oxo-l,3-dihydroiso indolyl, piperazinyl, 
thiomorpholino, 1,1-dioxo thiomorpholino, tetrahydropyranyl, 1,3-dioxolanyl, homopiperazinyl, 
thienyl, isoxazolyl, imidazolyl, pyrrolyl, thiazolyl, thiadiazolyl, isothiazolyl, [l,2,4]-triazolyl, 
[l,2,3]-triazolyl, pyranyl, indolyl, pyrimidinyl, thiazolyl, pyrazinyl, pyridazinyl, pyridyl, 
4-pyridonyl, quinolyl or iso quinolinyl may be proposed. 

Among these, as 4-7 membered monocyclic hetero ring, for example, azetidinyi, isoxazolyl, 
pyrrolidinyl, 2-pyrrolidonyl, 2,5-dioxo pyirohdonyl, morpholino, tetrahydrofuranyl, azepanyl, 
piperidyl, piperazinyl, thiomorpholino, tetrahydropyranyl, imidazolyl, triazolyl, oxadiazolyl, 
tetrazolyl, pyrazolyl, indolyl, thiazolyl, thiadiazolyl, pyrazinyl, pyridazinyl, pyridyl and the like 
may be proposed. 

Among these, as 4-7 membered monocyclic aliphatic hetero ring, for example, azetidinyi, 
pyrrolidinyl, piperidyl, piperidinyl, azepanyl, piperazinyl, morpholino, thiomorpholino, 
homopiperazinyl, imidazolidinyl, pyrazolidinyl and the like may be proposed. 

Among these, as 5 or 6 membered monocyclic heteroaromatic ring, for example, pyrrolyl, furyl, 
thienyl, pyrazolyl, isoxazolyl, isothiazolyl, imidazolyl, oxazolyl, thiazolyl, triazolyl, oxadiazolyl, 
thiadiazolyl, tetrazolyl, pyridyl, pyrazinyl, pyrimidinyl, pyridazinyl and the like may be proposed. 

Among these, 9 or 10 membered condensed hetero ring, for example benzofiiranyl, 
benzimidazolyl, benzothiophenyl, benzothiazolyl, benzo isothiazolyl, benzoxazolyl, benzo 
isoxazolyl, pyrido imidazolyl, quinolyl, isoquinolyl, quinoxalinyl, quinazolinyl, phthalidinyl, 
cinnohnyl, indolyl, indazolyl, purinyl, indolizinyl, isoindolyl, pteridinyl, naphthyridinyl and the 
like are proposed. 

As the said hetero ring, 4-7 membered monocyclic aliphatic hetero ring in which the at least one 
of the said hetero ring constituting atom is nitrogen atom or 5 or 6 membered heteroaromatic ring 
is preferred. 

R 1 may be substituted with 1-3 R 4 . 
Wherein, R 4 each independently denotes 

-Ci-6 alkyl (the said alkyl may be substituted with the same or different 1 to 3 hydroxy, halogen, 
-OC(0)-Ci.6 alkyl (the said alkyl may be substituted with 1 to 3 halogen), or -OCi. 6 alkyl) 

- C3-8 cycloalkyl, 

- C 2 -6 alkenyl, 
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-C(0)-N(R 5, )R 52 , 
-S(0) 2 -N(R 5I )R 52 , 

-O-Ci.6 alkyl (the said Ci^ alkyl may be substituted with halogen or N(R 5I )R 52 ), 
-S(0)o. 2 -C,^ alkyl, 

-C(O)- alkyl (the said Cj.* alkyl may be substituted with halogen, amino, CN, hydroxy, -O- 
C,^ alkyl, -CH 3 . a F a , -OC(0)-C w alkyl, -N (C M alkyl)C(0)0-C^ alkyl, -NH-C(0)0-C|.6 alkyl, 
phenyl, -N(R 5I )R 52 -NH-C(0)-C,^ alkyl, -N (C^ alkyl)-C(0)-C,^ alkyl or -NH-S(O) 0 -2-C,^ 
alkyl), 

-C(S)-C 3 .7 cycloalkyl, 
-C(S)-Cu alkyl, 
-C(0)-0-C,^ alkyl, 
-(CH2)o^-N(R 53 )-C(0)-R 54 , 
-N(R 53 )-C(0)-0-R 54 , 

-C(0)-aryl (the said aryl may be substituted with halogen), 
-C(0)-heteroaromatic ring, 
-C(0)-aliphatic hetero ring, 

hetero ring (the said hetero ring may be substituted with -Ci-6 alkyl (the said -Cj^ alkyl may be 
substituted with halogen or -O-Ci^ alkyl), 

phenyl (the said phenyl may be substituted with halogen, -C\.s alkyl, -0-C\4 alkyl), 
halogen, CN, formyl, COOH, amino, oxo, hydroxy, hydroxy amidino or nitro. 

As "halogen" of R 4 denotes the same group as in the aforesaid definition. 

As "-C1.6 alkyl" of R 4 denotes an alkyl of carbon number 1-6 having straight chain or branching, 
and for example methyl, ethyl, propyl, isopropyl, butyl, isobutyl, sec-butyl, tert-butyl, pentyl, 
isoamyl, .neopentyl, isopentyl, 1,1-dimethylpropyi, 1-methylbutyl, 2-methylbutyl, 
1,2-dimethylpropyl, hexyl, isohexyl, 1 -methyl pentyl, 2-methyl pentyl, 3-methyl pentyl, 
1,1-dimethylbutyl, 1,2-dimethylbutyl, 2,2-dimethyl butyl, 1,3 -dime thylbutyi, 2,3-dimethyibutyl, 
. 3,3-dimethyl butyl, 1-ethyl butyl, 2-ethyl butyl, 1,2,2-trimethylpropyl, l-ethyl-2-methylpropyl 
and the like may be proposed. 

The said "-Cue alkyl" may be substituted with 1-3 hydroxy, halogen, -OC(0)-C^ alkyl (the said 
alkyl may be substituted with 1-3 halogen ) or -O-C1-6 alkyl. 

When the said **C|^ alkyl" contains 2 or 3 of the aforesaid substituent, these may be the same or 
different 

As halogen of said substituent, the same group as in the aforesaid definition may be proposed. 
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As -0C(0)-C|-6 alkyl of said substituent, for example, methylcarbonyloxy, ethylcarbonyloxy, 
isopropylcaibonyloxy and the like may be proposed. 

The -OC(0)-Ci.6 alkyl of said substituent mat be substituted with 1-3 halogen atoms of the 
aforesaid definition. 

As -O-Ci-6 alkyl of said substituent, for example, methoxy, ethoxy, propoxy, isopropoxy and the 
like may be proposed. 

The "-SCO^-Cj^ alkyl" denoted by R 4 means a group in which the Ci^ alkyl of the said 
definition is combined with -S(0)o- 2 -, and for example -S-ethyl, -S-methyl, -S-isopropyl, 
-S-propyl, -S(0) 2 -methyl, -S(0) 2 -ethyl and the like may be proposed. 

The Ci^ alkyl in said M -S(O) 0 -2-Ci-6 alkyl" may be substituted with hydroxy. 

As "-C3-8 cycloalkyl" of R 4 , the same groups as in the aforesaid definition may be proposed. 

As "-C2-6 alkenyl" of R 4 , the same groups as in the aforesaid definition may be proposed. 

The "C(0)N(R 5, )R 52 " of R 4 , means a substituted or unsubstituted carbamoyl group, or a group in 
which carbonyl and 4-7 membered aliphatic hetero ring formed by linking N, R 51 and R 52 
together. 

Among the "C(0)N(R 51 )R 52 " of R 4 , as the substituted carbamoyl which is substituted or 
unsubstituted, for example, carbamoyl, methyl carbamoyl, ethyl carbamoyl, isopropyl carbamoyl, 
propyl carbamoyl, ethyl methyl carbamoyl, dimethyl carbamoyl, isopropyl methyl carbamoyl, 
diisopropyl carbamoyl, diethyl carbamoyl and the like may be proposed. 

Among the "C(0)N(R 5l )R 52 " of R 4 , as the 4-7 membered aliphatic group, for example, azetidinyl, 
pyrrolidinyl, piperidino, piperazinyl, morpholino and the like may be proposed. Accordingly, as 
C(0)N(R 51 )R 52 , azetidine- 1 -carbonyl, pyrrolidine- 1 -carbonyl, piperidine- 1 -caibonyl, 
piperazine- 1 -carbonyl, morpholine- 1 -carbonyl and the like may be proposed. 

As "-C(0)-0-Ci_6 alkyl" of R 4 , the same group as in "-C(0>0-C^ alkyl" of the said definition 
may be proposed. 
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proposed. 

The said -O-Ci.6 alkyl may be substituted with halogen or N(R 51 )R 32 . 

As w -C(0)-Ci^ alkyl" of R 4 , the same group as in M -C(0)-C|.* alkyl" of the said definition may be 
proposed. 

The said "-C(0)-Cm alkyl" may be substituted with halogen, amino, -CH 3 ^F a , CN, hydroxy, 
-O-Ci.6 alkyl, -0-C(0)-C,. 6 alkyl, -N-(C»^ alkyl)-C(0)0-C,^ alkyl, -NH-C(0)0-C,_6 alkyl, 
phenyl, -N(R 5I )R 52 -NH-C(0)-Ci.« alkyl, -N-(Ci_6 alkyl)-C(0)-Ci.6 alkyl or -NH-S(0)o- 2 -C|.6 
alkyl. 

As "halogen" of the said substituent, the same group as in halogen of the said definition may be 
proposed. 

As "-CH 3 HiFa" of the said substituent, the same group as in H -CH 3 .aF a " of the said definition may 
be proposed. 

As "-O-Cm alkyl" of the said substituent, the same group as in "-O-Cj^ alkyl" of the said 
definition may be proposed. 

As "-O-CCCO-C^ alkyl" of the said substituent, the same group as in the said "-0-C(0)-Ci^ 
alkyl" may be proposed. 

The "-N-(Ci^ alkyl)-C(0)0-Ci-6 alkyl" of the said substituent means a group in which the said 
-C(0)0-C,^ alkyl is combined with -N-(C^ alkyl)-, and for example -N(Me)-C(0)0-tert-butyl 
and the like may be proposed. 

The "-NH-C(0)0-Ci_6 alkyl" of the said substituent means a group in which the said -C(0)0-Ci^ 
alkyl is combined with -NH-, and for example, -NH-C(0)0-methyl, -NH-C(0)0-ethyl, 
-NH-C(0)0-isopropyl-NH-C(0)-propyl and the like may be proposed. 

As "-N(R 51 )R 52 " of the said substituent, the same group as in the said "-N(R 5, )R 52 "may be 
proposed. 

The W -NH-C(C>)-C|_6 alkyl" of said substituent means a group in which -NH-C(O)- and the 
aforesaid alkyl are combined, and for example, -NH-C(0)-methyl, -NH-C(0)-ethyl, 

-NH-C(0)-isopropyl, -NH-C(0)-propyl and the like may be proposed. 
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The "-N-(Ci_6 aIkyl)-C(0)-C,.6 alkyl" of said substituent means a group in which alkyl of the 
said definition is combined with -N-(C|^ alkyl-C(O)-, and for example, -N(methyl)-C(0)-methyl, 
-N(methyl)-C(0)-ethyl, -N(ethyl)-C(0)-isopropyl, -N(methyl)-C(0)-isopropyl, 

-N(isopropyl)-C(0)-methyl and the like may be proposed. 

The NH-S(0)o-2-Ci.* alkyl of said substituent denotes a group in which the said -S(0)o- 2 -Ci^ alkyl 
is combined with -NH-, and for example -NH-S(0) 2 -methyl, -NH-S(0) 2 -ethyl, 
-NH-S(0>2-isopropyl and the like may be proposed. 

As M -C(0)-Ci.6 alkyl" that may contain on the said substituent on 1-6C alkyl, for example, 
fluoromethyl carbonyl, 2,2,2-trifluoroethyl carbonyl, cyanomethyl carbonyl, hydroxymethyl 
carbonyl, 2-hydroxyethyl carbonyl, methoxymethyl carbonyl, aminomethyl carbonyl, 
N-methylamino carbonyl, 2-phenylethyl carbonyl and the like may be proposed. 

The "-C(S)-d^ alkyl" of R 4 denotes a group in which "-Ci^ alkyl" of the said definition is 
combined with -C(S)-, and for example, -C(S)-methyl, -C(S)-ethyl, -C(S)-isopropyl, -C(S)-propyl 
and the like may be proposed. 

In "-(CH 2 )<m-N(R 53 )-C(0)-R 54 " of R 4 , ring R 53 denotes a hydrogen atom or Ci^ alkyl, R 54 denotes 
Ci« alkyl or in the -N(R 53 )-C(0)-R 54 of the MCH^NCR^-C^R 54 ", -N-C(O)- and alkyl of 
R 53 and R 54 are linked together to form 4-7 membered nitrogen-containing aliphatic hetero ring 
(the said hetero ring may be substituted with oxo, and moreover 1 or 2 double bonds may be 
contained in the ring). 

As MCH 2 ) 0 ^-N(R 53 )-C(O)-R 54 " when R 53 is hydrogen atom or -C M alkyl and R 54 is -C,^ alkyl, 
for example, -CH 2 -NH-C(0)-methyl, -CH 2 -NH-C(0)-ethyl, -CH 2 -NH-C(0)-isopropyI, 
-CH 2 -NH-C(0)-propyl, -CH 2 -N(me%l)-C(0)-methyl, -CH 2 -N(ethyl)-C(0)-methyl, 
-NH-C(0)-methyl, -NH-C(0)-ethyl, -NH-C(0)-isopropyl, -NH-C(0)-propyl, 
-N(methyl)-C(0)-methyl, -N(ethyl)-C(0)-methyl and the like may be proposed. 

As ^CH,Jm-N(R s, )hC(0>R 54 " when -N-C(O)- and alkyl of R 53 and R 54 are linked together to 
form 4-7 membered nitrogen-containing aliphatic hetero ring (the said hetero ring may be 
substituted with oxo, and moreover 1 or 2 double bonds may be contained in the ring), for 
example, groups represented by formula 
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(TV) 

or the like may be proposed. 

In h -N(R 55 )-C(0)-0-R 56m of R\ R 55 denotes hydrogen atom or -d_6 alkyl and R 56 denotes -Ci^ 
alkyl, or in -N(R 55 )-C(0)-0-R 56 of the M -N(R 55 )-C(0)-CO-R 56w , -N-C(0)-0- and R 55 and R 56 are 
linked together to form 4-7 membered nitrogen-containing aliphatic hetero ring. 

As "-N(R 55 )-C(0)-0-R 56 " when R 55 is hydrogen atom or alkyl and R 56 is -C^ alkyl, for 
example, -NH-C(0)-0-methyl, -NH-C(0>0-ethyl, -NH-C(0)-CO-isopropyI, 
-NH-C(0)-CO-propyl, -N(memyl)-C(0)-0-methyl, -N(ethyl>C(0)-0-methyl and the like may 
be proposed. 

As "-N(R 55 )-C(0)-0-R 56n when -N-C(0)-0- and R 55 and R 56 are linked together to form 4-7 
membered nitrogen-containing aliphatic hetero ring, for example, groups represented by formula 
(V) 

O 

K 

— N / 

vJ « 

(V) 

or the like may be proposed. 

The "-C(0)-aryr of R 4 means a group in which the aryl of the said definition denotes is 
combined with carbonyl, and for example benzoyl, naphthyl carbonyl and the like may be 
proposed. 
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Moreover, the aryl in said "-C(0)-aryl" may be substituted with 1-3 halogen atoms of the said 
definition. 

When 2 or 3 of the said halogens of said substituents are present, these may be the same or 
different 

The "-C(0)-heteroaromatic ring" of R 4 means a group in which carbonyl is combined with 5 or 6 
membered monocyclic heteroaromatic ring or 9 or 10 membered bicyclic heteroaromatic ring of 
the said definition, and for example, -C(0)-pyrrolyl, -C(0)-fuiyl, -C(0)-thienyl, 
-C(0)--C(0)-pyrazolyl, -C(0)-isoxazolyl, -C(0)-iso thiazolyl, -C(0)-imidazolyl, -C(0)-oxazolyl, 
-C(0)-thiazolyl, -C(0)-triazolyl, -C(0)-oxadiazolyl, -C(0)-thiadiazolyl, -C(0)-tetrazolyl, 
-C(0)-pyridyl, -C(0)-pyrazinyl, -C-(0)-pyrimidinyl, -C(0)-pyridazinyl and the like may be 
proposed. 

The M -C(0)-heteroaromatic ring" of R 4 means a group in which carbonyl is combined with 4-7 
membered monocyclic aliphatic hetero ring of the said definition, and for example, 
-C(0)-azetidinyl, -C(0)-pyrrolidinyl, -C(0)-piperidine, -C(0)-piperidinyl, -C(0)-azepanyl, 
-C(0)-piperazinyl, -C(0)-morpholino, -C(0)-thiomprpholino, -C(0)-homopiperazinyl, 
-C(0)-imidazolidinyl, -C(0)-pyrazolidinyl and the like may be proposed. 

As "hetero ring" of R 4 , the same group as "hetero ring" of R 1 may be proposed. 

Moreover, the said hetero ring may be substituted with 1-3 of -Ci-6-alkyl, halogen or 
-O-Ci-6-alkyl. 

When 2 or 3 of the said substituent are present, these may be the same or different. 

As the -Ci-6-alkyl, halogen and -O^Ci^ralkyl of the said substituent, the groups same as in the 
groups defined as above may be proposed. 

As "the halogen" of R 4 , the same groups as in "halogen" of the said definition may be proposed. 

The "phenyl" of R 4 may be substituted with halogen, -Ci^-alkyl or -O-Ci^-alkyl. 

When R 1 has 2 or 3 R 4 as substituents, the two of the same or different R 4 may be linked together, 
to form a 4-6 membered ring, and for example, groups represented by formula (VI) 
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(VI) 

may be proposed. 

-X5-denotes -0-, -S-, -S(O)-, -S(0) 2 -, single bond or -O-C^-alkyl. 
As -X5-, -0-, -S-, -S(O)-, -S(0)2- or single bond is preferred. 

As R'-X 5 - (the said R 1 may be substituted with 1-3 of the aforesaid R4), for example, phenyl 
sulphanyl, phenoxy, benzyloxy, phenethyl oxy, 2-cyano phenoxy, 3-cyano phenoxy, 4-cyano 
phenoxy, 2-cyano-6-fluoro phenoxy, 2-carbamoyl phenoxy, 3-carbamoyl phenoxy, 4-carbamoyl 
phenoxy, 2«fluoro-6-carbamoyl phenoxy, 2-methylcarbamoyl phenoxy, 3-methylcarbamoyl 
phenoxy, 4-methylcarbamoyl phenoxy, 2-dimethylcarbamoyl phenoxy, 3-dimethylcarbamoyl 
phenoxy, 4-dimethylcarbamoyi phenoxy, 2-methoxy-phenoxy, 3-methoxyphenoxy, 
4-methoxyphenoxy, 4-methoxymethyI phenoxy, 2-isopropyl phenoxy, 3-isopropyl phenoxy, 
4-isopropyl phenoxy, 2-methylphenoxy, 3-methylphenoxy, 4-methylphenoxy, 2-ethyl phenoxy, 

3- ethyl phenoxy, 4-ethyl phenoxy, 2-acetyl phenoxy, 3-acetyl phenoxy, 4-acetyl phenoxy, 
2-methanesulphonyl-phenoxy, 3-methanesulphonyl phenoxy, 3-chl6ro-4-methanesulphonyl 
phenoxy, 4-methanesulphonyl phenoxy, 2-ethanesulphonyl phenoxy, 3-ethanesulphonyl phenoxy, 

4- ethanesulphonyl phenoxy, 2-methoxycarbonyl phenoxy, 3-methoxycarbonyi phenoxy, 
4-methoxycarbonyl phenoxy, 2-ethoxycaibonyl phenoxy, 3-ethoxycarbonyl phenoxy, 
4-ethoxycarbonyl phenoxy, 2-hydroxyphenoxy, 3-hydroxyphenoxy, 4-hydroxyphenoxy, 
2-hydroxymethyl phenoxy, 3-hydroxymethyl phenoxy, 4-hydroxymethyl phenoxy, 

2- hydroxyethyl phenoxy, 3-hydroxyethyl phenoxy, 4-hydroxyethyl phenoxy, 2-formyl phenoxy, 

3- formyl phenoxy, 4-formyl phenoxy, 2-(l-hydroxyethyl) phenoxy, 3-(l-hydroxyethyl) phenoxy, 

4- (l-hydroxyethyl) phenoxy, 2,3-difluoro phenoxy, 2,5-difluoro phenoxy, 2,4-difluoro phenoxy, 
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2,6-difluoro phenoxy, 2-fluoro phenoxy, 3-fluoro phenoxy, 4-fluoro phenoxy, 
2-di-fluoromethoxyphenoxy, 3-difmoromethoxyphenoxy, 4-difluoromethoxyphenoxy, 
2-trifluoromethoxyphenoxy, 3 -trifluoromethoxyphenoxy, 4-trifluoromethoxyphenoxy , 

2- (lH-tetrazol-5-yl) phenoxy, 3-(lH-tetrazol-5-yl) phenoxy, 4-(lH-tetrazoi-5-yl) phenoxy, 
4-(2-methyl-2H-tetrazol-5-yl) phenoxy, 2-(oxadiazol-3-yl) phenoxy, 3-(oxadiazol-3-yl) phenoxy, 

4- (oxadiazol-3-yl) phenoxy, 2-(5-methyl oxadiazol-3-yI) phenoxy, 3-(5-methyl oxadiazol-3-yl) 
phenoxy, 4-(5-methyl oxadiazol-3-yl) phenoxy, 2-methoxyphenyl sulphanyl, 3-methoxyphenyl 
sulphanyl, 4-methoxyphenyl sulphanyl, 2-methoxyphenylmethyl sulphanyl, 

3- methoxyphenylmethyl sulphanyl, 4-methoxyphenylmethyl sulphanyl 
2-(5-oxo-4,5-dihydro-[l,2,4] oxadiazol-3-yi) phenoxy, 3-(5-oxo-4,5-dihydro-[l,2,4] 
oxadiazol-3-yl) phenoxy, 4-(5-oxo-4,5-dihydro-[ 1,2,4] oxadiazol-3-yi) phenoxy, 2-(N-hydn>xy 
amidino) phenoxy, 3-(N-hydroxy amidino) phenoxy, 4-(N-hydroxy amidino) phenoxy, 
2'-fluorobipheny-4-yloxy, pyridin-2-yl sulphanyl, pyridin-3-yl sulphanyl, pyridin-4-yl sulphanyl, 
pyridin-4-yl sulfonyl aminopyridin-2-yloxy, pyridin-2-yloxy, pyridin-3-yloxy, pyridine-4-yloxy, 
2-methoxypyridin-3-yloxy, 2-methoxypyridine-4-yloxy, 6-methoxypyridin-3-yloxy, 
6-methoxypyridin-2-yloxy, 3-methoxypyridin-2-yloxy, 4-methoxypyridin-2-yloxy, 

5- methoxypyridin-2-yloxy, 6-methoxymethyI pyridin-3-yloxy, 
2-difluoromethoxypyridin-3-yloxy, 4-difluoromethoxypyridin-3-ylpxy, 6-methylpyridin-2-yl 
sulphanyl, 5-methylpyridin-2-yl sulphanyl, 4-methylpyridin-2-yl sulphanyl, 3-methylpyridin-2-yl 
sulphanyl, 4-cyano-pyridin-3-yloxy, 6-cyano-pyridin-3-yloxy, 

4- dimetoylcarbamoyl-pyridin-3-yloxy, 6-memanesulphonyl-pyridin-3-yloxy, 

6- ethanesulphonyl-pyridin-3-yloxy, 4-methanesulphonyl-pyridin-3-yloxy, 
2-cyano-pyridin-3-yloxy, 2-dimemylcarbamoyl-pyridin-3-yloxy, 
2-memanesulphonyl-pyridin-3-yloxy, 2 -methy lpyrid in-3 -y 1 sulphanyl, 2-chloropyridin-3-yloxy, 
6-acetylamino-pyridin-3-yloxy, 2-oxo-2H-[ 1 ,3 '] bipyridine-e'-yloxy, 4-methylpyridin-3-yl 
sulphanyl, -5-methylpyridin-3-yl sulphanyl, 6-methylpyridin-3-yl sulphanyl, 2-methylpyridin-4-yl 
sulphanyl, 3-methylpyridin-4-yl suljphanyl, 4-methylpyridin-3-yl sulfonyl, 5-methylpyridin-3-yl 
sulfonyl, 6-methylpyridin-3-yl sulfonyl, 2-methy lpyridin-3 -yl sulfonyl, 3-methylpyridin-2-yl 
sulfonyl, 4-methylpyridin-2-yl sulfonyl, 5-methylpyridin-2-yl sulfonyl, 6-methylpyridin-2-yl 
sulfonyl, 2-oxo- 1 ,2-dihydropyridin-3 -y loxy , 1 -methy 1-2-oxo- 1 ,2 -dihydropyridin-3 -yloxy, 
l-etoyl-2-oxo-l,2-dmydropyridin-3-yloxy, 5-bromopyridin-2-yloxy, 6-(5-methyl-[l,2,4] 
oxadiazol-3-yl-pyridine)-3-yloxy, 6-([l,2,4] oxadiazol-3-yl-pyridine)-3-yloxy, lH-imidazol-2-yl 
sulphanyl, 1 -methyl- lH-imidazol-2-yl sulphanyl, 4H-[1,2,4] triazol-3-yl sulphanyl, 

4- methyl-4H-[l,2,4] triazol-3-yl sulphanyl, 6-(2-methyl-2H-tetrazol-5-yl) pyridin-3-yloxy, 

5- (2-oxo-oxadiazolidin-3-yl) pyridin-2-yloxy, 6-pyrazin-i2-yl-pyridin-3-yloxy, 1 -acetyl 
pyrrolidin-2-yl, 2-acetyl pyrrolidin-1 -yl, 1 -acetyl-3 -fluoro-pyrrolidin-2-yl, 

1- acetyl-5-memyl-pyrrolidin-2-yI, 1-acetyl piperidin-2-yl, 1-ethyl carbonyl-pyrrolidin-2-yl, 

2- ethyl carbonyl pyrrolidin-1 -yl, 1-ethyl carbonyl-piperidin-2-yl, 1-n-propyl 
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carbonyl-pyrrolidin-2-yl, 2-n-propyl carbonyl-pyrrolidin-2-yl, 1-n-propyl carbonyl-piperidin-2-yl, 
l-isopropyl-pyrrolidin-2-yl, 2-isopropyl-pyrrolidin-l-yl, l-isopropyl-piperidin-2-yl, 



1-hydroxyethyl 

1 - hydroxy ethyl 

2- hydroxymethyl 
1-methoxymethyl 

1- methoxymethyl 

2- ethoxymethyl 



carbonyl-pyrrolidin-2-yl, 
carbonyl-piperidin-2-yl, 
carbonyl-pyrrolidin- 1 -yl, 
carbonyl-pyrrolidin-2-yl, 
carbonyl-piperidin-2-yl, 
carbony 1-pyrrolidin- 1 -yl, 



2-hydroxyethyl 

1- hydroxymethyl 
1-hydroxymethyl 

2- methoxymethyl 
1-ethoxymethyl 
1-ethoxymethyl 



carbonyl-pyrrolidin- 1 -yl, 
carbonyl-pyrrolidin-2-yl, 

caibonyl-piperidin-2-yl, 
carbonyl-pyrrolidin- 1 -y 1, 
carbonyl-pyrrolidin-2-yl, 

carbonyl-piperidin-2-yl, 



1- methylpyrrolidin-2-yl, 2-methylpyrrolidin-l-yl, l-methylpiperidin-2-yl, l-ethylpyrrolidin-2-yl, 

2- ethylpyrrolidin-l-yl, l-ethylpiperidin-2-yl, 1-phenyl carbonyl-pyrrolidin-2-yl, 2-phenyl 
carbonyl-pyrrolidin- 1-yl, 1-phenyl carbonyl-piperidin-2-yl, 1-phenethyl carbonyl-pyrrolidin-2-yl, 
2-phenethyl carbonyl-pyrrolidin-l-yl, 1-phenethyl carbonyl-piperidin-2-yl, l-benzyl 
carbonyl-pyrrolidin-2-yl, 2-benzyl carbonyl-pyrrolidin-l-yl, l-benzyl carbony l-piperidin-2-yl, 
1-dimethylaminomethyl carbonyl-pyrrolidin-2-yl, 2-dimethylaminomethyl 
carbonyl-pyrrolidin-l-yl, 1-dimethylaminomethyl carbonyi-piperidin-2-yl, 1-methylaminomethyl 
carbony l-pyrrolidin-2-y I, 2-methylaminomethyl carbonyl-pyrrolidin-l-yl, 1-methylaminomethyl 



carbonyl-piperidin-2-yl, 
carbonyl-pyrrolidin- 1 -yl, 
carbonyl-pyrrolidin-2-yl, 
carbonyl-piperidin-2-yl, 
. 2-(l-methyl-3-oxobutyl 
carbonyl)-piperidin-2-yl, 
2-methanesulphonyl-pyrrolidin- 1 -yl, 
1 -ethanesulphonyl-pyrrolidin-2-yl, 



1 -cyclohexyl carbonyl-pyrrolidin-2-yi, 2-cyclohexyl 

1- cyclohexyl carbonyl-piperidin-2-yl, 1-cyclopentyl 

2- cyclopentyl carbonyl-pyrrolidin-l-yl, 1-cyclopentyl 
1 -( 1 -methy 1-3-oxobutyl carbony l)-pyrrolidin-2 -yl, 

carbonyl)-pyrrolidin- 1 -yl, 1 -( 1 -methyl-3 -oxo butyl 

1 -methanesulphony l-pyrrolidin-2-y 1, 
1 -methanesulphonyl-piperidin-2-yl, 
2-ethanesulphonyl-pyrrolidin- 1 -yl, 



1 -ethanesulphonyl-piperidin-2-yl, 1 -isopropyl sulfonyl-pyrrolidin-2-y 1, 2-isopropyl 
sulfonyi-pyrrolidin-l-yl, 1-isopropyl sulfonyl-piperidm-2-yl, l-carbamoyl-pyrrolidin-2-yl, 
2-carbamoyl-pyrrolidin- 1 -yl, 1 -carbamoyl-piperidin-2-yl, 1 -carbamoylmethyl-pyrrolidin-2-yl, 
2-carbamoylm ethyl-pyrrolidin- 1 -y i, 1 -caibamoy lmethyl-piperidin-2-yl, 

1- carbamoylethyl-pyrrolidin-2-yl, 2-carbamoylethyl-pyrrolidin-l-yl, 
1 -carbamoylethyl-piperidin-2-yl, 1 -(pyrrolidine-2-ylcaibonyl) pyrrolidin-2-yi, 

2- (pyrrolidine-2-ylcarbonyl) pyirolidin- 1 -yl, 1 -(pyrrolidine-2-ylcarbonyl)-piperidin-2-yl, 
1 -(pyrimidinyl-2-yl) pyrrolidin-2-yl, 2-(pyrimidinyl-2-yl) pyrrolidin-l-yl, l-(pyrimidinyl-2-yl) 
piperidin-2-yl, l-(pyrazinyl-2-yI) pyrrolidin-2-yl, 2-(pyrazinyl-2-yl) pyrrolidin-l-yl, 
l-(pyrazinyl-2-yl) piperidin-2-yl, l-(pyridyl-2-yl) pyrrolidin-2-yl, 2-(pyridyl-2-yl) pyrrolidin-l-yl, 
l-(pyridyl-2-yl) piperidin-2-yl, l-(pyridyl-3-yl) pyrrolidin-2-yl, 2-(pyridyl-3-yl) pyrrolidin-l-yl, 
l-(pyridyl-3-yl) piperidin-2-yl, 1-trifluoromethyl carbonyl-pyrrolidin-2-yl, 2-trifluoromethyl 
carbonyl-pyrrolidin- 1-yl, 1 -trifluoromethyl carbonyl-piperidin-2-yl, 1 -(2-hydroxyacety 1) 
pyrrolidin-2-yl, 2-(2-hydroxyacetyl) pyrrolidin- 1 -yl, 1 -(2-hydroxyacetyl) piperidin-2-yl, 
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l-(2-methylamino acetyl) pyrrolidin-2-yl, 2-(2-methylamino acetyl) pyrrolidin-l-yl, 

1- (2-methylamino acetyl) piperidin-2-yl, l-(2-dimethylamino acetyl) pyrrolidin-2-yl, 

2- (2-dimethylamino acetyl) pyrrolidin-l-yl, l-(2-dimetbylamino acetyl) piperidin-2-yl, 
1-n-propylamino acetyl-pyrrolidin-2-yl, 2-n-propylamino acetyl-pyrrolidin-l-yl, 1-n-propylamino 
acetyl-piperidin-2-yl, 1-isopropyl-amino acetyl-pyrrolidin-2-yl, 2-isopropyl-amino 
acetyl-pyrrolidin-l-yl, 1-isopropyl-amino acetyl-piperidin-2-yl and the like may be proposed. 

The A ring denotes 5-6 membered nitrogen-containing heteroaromatic ring which may contain 
1-3 heteroatoms selected from nitrogen atom, sulfur atom and oxygen atom in the ring 
represented by formula (II) (nitrogen atom represented by N* in the formula II is excluded) 




Ring A 



or the group condensed the said 5-6 membered heteroaromatic ring and phenyl or pyridyl. 
X denotes a carbon atom or nitrogen atom. 

As the A ring when it is 5-6 membered nitrogen containing heteroaromatic ring in a further 
embodiment, for example, thiazolyl, imidazolyl, isothiazolyl, thiadiazolyl, triazolyl, oxazolyl, 
oxadiazolyl, isoxazolyl, pyrazinyl, pyridyl, pyridazinyl, pyrazolyl, pyrimidinyl and the like are 
proposed, and among these, thiazolyl, thidiazolyl, isoxazolyl, pyrazinyl, pyridyl, pyridazinyl, 
triazolyl or pyrazolyl are preferred, and pyridyl, pyrazinyl, thiazolyl, thiadiazolyl, isoxazolyl or 
pyrazolyl are more preferred. 

As a further embodiment as the A ring when it is bicyclic in which 5-6 membered 
nitrogen-containing aromatic ring and phenyl or pyridyl are condensed, for example, indolyl, 
benzimidazolyl, benzoxazolyl, pyrido thiazolyl or benzothiazolyl are proposed. 

As A ring, 5-6 membered nitrogen-containing aromatic heterocycle is preferred. 

Moreover, the said A ring may contain 1 or 2 substituents represented by R3 described above in 
said ring, and when 2 substituents are present on A ring, these may be the same or different 

As R 3 , for example, methyl, ethoxy, hydroxymethyi, methoxycarbonyl, methoxymethyl, 
aminomethyl, cyano, acetyl, fluorine, chlorine, bromine or difluoromethyl and the like may be 
proposed. 



©Rising Sun Communications Ltd* 



http://www.risingsun.co. uk 



WO05-063738 



29 



Caution : Translation Standard is 
Post-Edited Machine Translation 



Thus, as the A ring (the said A ring may be 1-3 substituted with R3), in further embodiment, for 
example 3H-imidazol-4-yl, lH-imidazol-2-yl, [1,2,4] triazoI-3-yl, [1,2,3] triazol-4-yl, 
pyrazol-3-yl, pyrazol-l-yl, pyridin-2-yl, pyrazin«2-yl, oxazol-2-yi, oxazol-4-yl, [1,2,4] 
thiadiazol-5-yi, [1,2,4] thiadiazol-3-yl, thiazol-2-yl, thiazol-4-yl, [1,2,5] thiadiazol-3-yl, 
pyrrole-2-yl, iso thiazol-3-yl, isoxazol-3-yl, 4-methyl-thiazol-2-yl, 4-hydroxymethyl-thiazol-2-yl, 
4-methoxycarbonyl-thiazol-2-yl, 4-methoxymethyl-thiazol-2-yl, 4-aminomethyl-thiazol-2-yl, 
4-cyano-thiazol-2-yl, 4-cyano-thiazol-2-yl, 4-fluoro-thiazol-2-yl, imidazol-2-yl, 
4-methyl-imidazol-2-yl, 4~methoxycarbonyl-imidazol-2-yl, isothiazol-3-yl, 

4-hydroxymethyl-isothiazol-3-yl, [1,3,4] thiadiazol-2-yl, 5-acetyl-[l,3,4] thiadiazol-2-yl, [1,2,4] 
triazol-2-yl, 5-hydroxymethyl-[l,2,4] triazol-3-yl, 4-methyl-pyridin-2-yl, 

4- methoxymethyl-imidazol-2-yl, 4-acetyl-imidazol-2-yl, 5-hydroxymethyl-imidazol-2-yl, 

5- methyl-[ 1,3,4] thiadiazol-2-yl, 5-fluoro-[l,3,4] thiadiazol-2-yl, 5-methyl-[l,2i4] triazoI-2-yl, 
5-acetyl-[ 1,2,4] triazol-3-yl, 4-methoxymethyl-isoxazol-2-yl, 5-methyl-isoxazol-3-yl, 
5-hydroxymethyl-isoxazol-3-yl, l-oxy-pyrazin-2-yl, l-oxy-pyridin-2-yl, 
5-methoxymethyl-isoxazol-3-yl, 5-methyl carbonyl-isoxazol-3-yl, 5-chloro-isoxazol-3-yl, 
5-aminomethyl-isoxazol-3-yl, 4 methyl-lH-pyrazol-3-yl, pyrimidin-2-yl, pyrimidin-4-yl, 
pyridazin-3-yl, 6-methyl-pyridazin-3-yl, 2-methyl-thiazol-4-yl, thiazolo [5,4-b] pyridin-2-yl, 
3-methyl-[ 1,2,4] thiadiazolyl-5-yl, 1 -methyl- lH-pyrazol-3-yl and the like may be proposed. 

R 2 denotes hydroxy, formyl, -CH 3 ^F», -OCH 3 . a F«, amino, CN, halogen, C M alkyl or (CH 2 )i^OH. 

As said R 2 , hydroxy, formyl, -CH 3 _ a F a (preferably trifluoromethyl), -OCH 3 JF a , halogen, Ci. 6 alkyl, 
amino, CN", -(CH 2 )mOH are preferred, hydroxy, formyl, -CH 3 «F a (preferably trifluoromethyl), 
-OCH 3 ^F a , (preferably trifluoromethoxy), amino, halogen, -Cj^ alkyl, CN or -(CH2)mOH are 
more preferred and moreover hydroxy, formyl, amino, halogen (preferably fluoro and chloro), 
-Ci.6 alkyl or -(CH 2 ) M OH are still more preferably. 

The q denotes an integer of 0-2. 

When q is 2, R 2 may be the same or different 

Provided that, among the compounds represented by formula (1-0), the compounds wherein one 
of the X5 is oxygen atom or sulfur atom and the other X5 is single bond, or both X5 are single 
bonds and R 1 is aryl or monocyclic or bicyclic 4-10 membered ring containing 1-4 heteroatoms in 
the ring which are selected from nitrogen atom, sulfur atom and oxygen atom, (as for the 
aforesaid R 1 , it may be substituted by respectively independently 1-3 of R 1 , moreover, when it is 
aliphatic heterocyclic ring, the aforesaid heterocyclic ring may have 1 or 2 double bonds) are 
excluded from the compounds of the invention. 
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Next, the group represented by formula (VII) which is a partial structure in the said formula (I) 
will be explained. 

(vn) 

Xi-X* in the aforesaid formula (VII) are carbon atoms or nitrogen atoms, and at least 2 among 
X1-X4 denote carbon atoms. 

It is more preferred that all of X1-X4 in the aforesaid formula (VII) are carbon atoms. 

Moreover, as preferred form of compounds in accordance with this invention, the case wherein 
the compound represented by formula (1-0) is represented by formula (1-1) 




[wherein, R 11 denotes a phenyl which may be substituted with 1-3 R 4 , or 5 or 6 membered 
nitrogen-containing heteroaromatic ring containing 1-4 heteroatoms selected from nitrogen atom, 
sulfur atom and die oxygen atom in the ring (the said nitrogen-containing heteroaromatic ring 
may be substituted with 1-3 R 4 ), and also X51 denotes -0-, -S-, -S(O)- or -S(0) 2 -> and the other 
symbols are the same as above] may be proposed. 

The "phenyl which may be substituted with 1-3 R 4 " denoted by R 11 denotes the aforesaid phenyl 
which may be substituted with 1-3 R 4 . 

The "5 or 6 membered nitrogen-containing heteroaromatic ring containing 1-4 heteroatoms 
selected from nitrogen atom, sulfur atom and the oxygen atom in the ring" denoted by R 11 
denotes a group having at least one nitrogen atom in the ring as heterocycle structural atom 
among the aforesaid 5 or 6 membered monocycle heteroaromatic ring of R 1 , and for example 
pyrrolyl, pyrazolyl, isoxazolyl, isothiazolyl, imidazolyl, oxazolyl, thiazolyl, triazolyl, oxadiazolyl, 
thiadiazolyl, tetrazolyl, pyridyl, pyrazinyl, pyrimidinyl, pyridazinyl and the like may be proposed. 
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X], X 2 , X3 and X4 in formula (1-1) denote the same group of the aforesaid formula (1-0), and 
preferably all X], X 2 , X 3 and X4 are carbon atoms. 

R 4 in formula (I-i) denotes the same group as R 4 in the said formula (1-0). 

X51 denotes -0-, -S-, -S(O)- or -SO(0)2-, and among these, -O- or -S- is preferred, and -0- is 
more preferred. 

Formula (1-1) has 2 groups represented by -Xsi-R 11 , and these may be the same or different 

As R u -Xsi- in formula (1-1) (R u may be substituted 1-3 with R 4 ), for example phenyl sulphanyl, 
phenoxy, benzyloxy, 2-cyano phenoxy, 3-cyano phenoxy, 4-cyano phenoxy, 2-carbamoyl 
phenoxy, 3-carbamoyl phenoxy, 4-carbamoyl phenoxy, 2-methylcarbamoyl phenoxy, 
3-methylcarbamoyl phenoxy, 4-methylcarbamoyl phenoxy, 2-dimethylcarbamoyl phenoxy, 

3- dimethylcarbamoyl phenoxy, 4-dimethylcarbamoyl phenoxy, 
2-(pyrrolidine-l-carbonyl)-phenoxy, 3 -(pyrrolidine- l-carbonyl)-phenoxy, 

4- (pyrrolidine- 1 -carbonyl)-phenoxy , 2-methoxy-phenoxy , 3 -methoxyphenoxy , 
4-methoxyphenoxy, 2-isopropyl phenoxy, 3-isopropyl phenoxy, 4-isopropyl phenoxy, 
2-methylphenoxy, 3-methylphenoxy, 4-methylphenoxy, 2-ethyl phenoxy, 3-ethyl phenoxy, 
4-ethyl phenoxy, 2-acetyl phenoxy, 3-acetyl phenoxy, 4-acetyl phenoxy, 
2-methanesulphonyl-phenoxy , 3 -metiianesulphony 1 phenoxy, 4-methanesulphonyl phenoxy, 
2-methoxycarbonyl phenoxy, 3-methoxycarbonyl phenoxy, 4-methoxycarbonyl phenoxy, 
2-ethoxycarbonyl phenoxy, 3-ethoxycarbonyl phenoxy, 4-ethoxycarbonyl phenoxy, 

2- hydroxyphenoxy, 3-hydroxyphenoxy, 4-hydroxyphenoxy, 2-hydroxymethyl phenoxy, 

3- hydroxynjethyl phenoxy, 4-hydroxymethyl phenoxy, 2-hydroxyethyl phenoxy, 3-hydroxyethyl 
phenoxy, 4-hydroxyethyl phenoxy, 2-formyl phenoxy, 3-formyl phenoxy, 4-formyl phenoxy, 
2-(l-hydroxyethyl) phenoxy, 3-(l-hydroxyethyl) phenoxy, 4-(l-hydroxyethyl) phenoxy, 
2,5-difluoro phenoxy, 2,4-difluoro phenoxy, 2,3-difluoro phenoxy, 2,6-difluoro phenoxy, 
2-fluoro phenoxy, 3-fiuoro phenoxy, 4-fluoro phenoxy, 2-fluoro-6-carbamoyl phenoxy, 
2-difluoromethoxyphenoxy, 3-difluoromethoxyphenoxy, 4-difluoromethoxyphenoxy, 
2-trifluoromethoxyphenoxy, 3-trifluoromethoxyphenoxy, 4-trifluoromethoxyphenoxy, 

2- cyano-6-fluoro phenoxy, 2-(lH-tetrazol-5-yl) phenoxy, 3-(lH-tetrazol-5-yI) phenoxy, 

4- (lH-tetrazol-5-yl) phenoxy, 2-(oxadiazol-3-yl) phenoxy, 3-(oxadiazol-3-yl) phenoxy, 
4-(oxadiazol-3-yl) phenoxy, 2-(5-methyl oxadiazol-3-yl) phenoxy, 3-(5-methyl oxadiazol-3-yl) 
phenoxy, 4-(5-methyl oxadiazol-3-yl) phenoxy, 2-methoxyphenyl sulphanyl, 3-methoxyphenyl 
sulphanyl, 4-methoxyphenyl sulphanyl, 2-methoxyphenylmethyl sulphanyl, 

3- methoxyphenylmethyi sulphanyl, 4-methoxyphenylmethyl sulphanyl, 
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2- (5-oxo-4,5-dihydro-[l,2,4] oxadiazol-3-yl) phenoxy, 3-(5-oxo-4,5-dihydro-[l,2,4] 
oxadiazol-3-yl) phenoxy, 4-(5-oxo^,5-dihydro-[ 1,2,4] oxadiazol-3-yl) phenoxy, 2-(N-hydroxy 
amidino) phenoxy, 3-(N-hydroxy amidino) phenoxy, 4-(N-hydroxy amidino) phenoxy, 
pyridin-2-yl sulphanyl, pyridin-3-yl sulphanyl, pyridin-4-yl sulphanyl, pyridin-2-yloxy, 
pyridin-3 -yloxy, pyridine-4-yloxy, 2-methoxypyridin-3-yloxy, 2-methoxypyridine-4-yloxy, 
6-methoxypyridin-3 -yloxy, 6-methoxypyridin-2-yloxy, 3-methoxypyridin-2-yloxy, 
4-methoxypyridin-2-yloxy, 5-methoxypyridin-2-yloxy, 2-difluoromethoxypyridin-3-yloxy, 
6-methylpyridin-2-yl sulphanyl, 5-methylpyridin-2-yl sulphanyl, 4-methylpyridin-2-yl sulphanyl, 

3- methylpyridin-2-yl sulphanyl, 4-cyano-pyridin-3 -yloxy, 4-dimethylcarbamoyl-pyridin-3-yloxy, 

4- methanesulphonyl-pyridin-3-yIoxy, 2-cyano-pyridin-3-yloxy, 
2-dimethyIcarbamoyl-pyridin-3-yloxy, 2-methanesulphony l-pyridin-3 -yloxy , 
2-methylpyridin-3-yl sulphanyl, 4-methylpyridin-3-yl sulphanyl, 5-methylpyridin-3-yl sulphanyl, 
6-methylpyridin-3-yl sulphanyl, 2-methylpyridin-4-yl sulphanyl, 3-methylpyridin-4-yl sulphanyl, 

4- methylpyridin-3-yl sulfonyl, 5-methylpyridin-3-yl sulfonyl, 6-methylpyridin-3-yl sulfonyl, 
2-methylpyridin-3-yl sulfonyl, 3-methylpyridin-2-yl sulfonyl, 4-methylpyridin-2-yl sulfonyl, 

5- methylpyridin-2-yl sulfonyl, 6-methylpyridin-2-yl sulfonyl, 2-oxo-l,2-dihydropyridin-3 -yloxy, 
1 -methyl-2-oxo- 1 ,2-dihydropyridin-3-yloxy, 1 -ethyl-2-oxo- 1 ,2-dihydropyridin-3-yloxy, 
lH-imidazol-2-yl sulphanyl, 1 -methyl- lH-imidazol-2-yl sulphanyl, 4H-[ 1,2,4] triazol-3-yl 
sulphanyl or 4-methyl-4H-[ 1,2,4] triazol-3-yl sulphanyl and the like may be proposed. 

As preferred form of the compounds in accordance with this invention, the case wherein both R n 
in the said formula (1-1) are phenyls which may be substituted by 1-3 of the aforesaid R 4 may be 
proposed. 

Moreover, as preferred form of compound in accordance with this invention, the case wherein 
both R u in the said formula (I- 1) are 5 or 6 membered nitrogen-containing heteroaromatic ring 
containing 1-4 heteroatoms selected from nitrogen atom, sulfur atom and the oxygen atom in the 
ring (the said nitrogen-containing heteroaromatic ring may be substituted with 1-3 R 4 ) may be 
proposed. 

Moreover, as preferred form of compound in accordance with this invention, the case wherein 
one of R 11 in the said formula (1-1) is a phenyl which may be substituted by 1-3 of the aforesaid 
R 4 and the other Rll is 5 or 6 membered nitrogen-containing heteroaromatic ring containing 1-4 
heteroatoms selected from nitrogen atom, sulfur atom and the oxygen atom in the ring (the said 
nitrogen-containing heteroaromatic ring may be substituted with 1-3 R 4 ) may be proposed. 

Moreover, as preferred form of compound in accordance with this invention, the case wherein the 
compound represented by formula (1-0) is formula (1-2) 
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(1-2) 

[wherein, R n denotes 5-7 membered nitrogen-containing heterocycle containing at least one 
nitrogen atom as atom constituted heterocycle and as other heteroatom, optionally containing 1-4 
heteroatoms selected from nitrogen atom, sulfur atom and oxygen atom in the ring (the said R 12 
may be substituted with the aforesaid R4 of 1-3, and moreover when said R 12 is aliphatic hetero 
ring, it may contain 1 or 2 double bonds in the ring), and X52 is -0-, -S-, -S(O), -S(0)2- or single 
bond, and the other symbols are the same as above) may be proposed. 

The "4-7 membered nitrogen-containing heterocycle containing at least one nitrogen atom as 
atom constituted heterocycle and as other heteroatom, may containing 1-4 heteroatoms selected 
from nitrogen atom, sulfur atom and oxygen atom in the ring" denoted by R 12 denotes 4-7 
membered monocyclic heterocycle of the said Rland also a group having at least one nitrogen 
atom in heterocycle, and for example azetidinyl, pyrrolidinyl, piperidinyl, azepanyl, piperazinyl, 
morpholino, thiomorpholino, homopiperazinyl, imidazolidinyl, pyrazolidinyl, pyrrolyl, pyrazolyl, 
isoxazolyl, isothiazolyl, imidazolyl, oxazolyl, thiazolyl, triazolyl, oxadiazolyl, thiadiazolyl, 
tetrazolyl, pyridyl, pyrazinyl, pyrimidinyl or pyridazinyl and the like may be proposed. 

R 12 may have 1-3 of the aforesaid R 4 as substituents. 

When R 12 contains 2 or 3 R 4 as substituents, these may be the same or different 

As substituent of R 12 , among the aforesaid R 4 , -C(0)-C,^ alkyl of (the said Ci^ alkyl may be 
substituted with halogen, hydroxy, -N(R 5, )R 52 -, -0-Ci_6 alkyl or phenyl), -C(0)-phenyl, 
-C(0)-C 3 . 7 cycloalkyl, -C(0)-0-C,^ alkyl, -C(0)-N(R 51 )R 52 -, -C,-6 alkyl, heteroaromatic ring, 
-S(0) 2 -N(R 5, )R 52 -, -S(0) 2 -C,-6 alkyl are preferred. 

As substituent of R- 2 , for example, acetyl, ethyl carbonyl, propyl carbonyl, isopropyl carbonyl, 
hydroxyethyl carbonyl, hydroxymethyl carbonyl, methoxymethyl carbonyl, ethoxymethyl 
carbonyl, methyl, ethyl, phenyl carbonyl, phenethyl carbonyl, benzyl carbonyl, 
dimethylaminomethyl carbonyl, methylaminomethyl carbonyl, cyclohexyi carbonyl, cyclopentyl 
carbonyl, l-methyl-3-oxo butyl carbonyl, methanesulphonyl, ethanesulphonyl, isopropyl sulfonyl, 
carbamoyl, carbamoylmethyl, carbamoylethyl, pyrrolidine-2-carbonyl, pyrimidinyl, pyrazinyl, 
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pyridyl, trifluoromethyl carbonyl, 2-hydroxyacetyl, 2-methylamino acetyl, 2-dimethylamino 
acetyl, 2-ethylamino acetyl, n-propylamino acetyl, isopropyl amino acetyl, oxo, methyl, ethyl, 
isopropyl and the like may be proposed. 

X 5 | in formula (1-2) among the aforesaid X$u -O- or -O- is preferred, and -O- is more preferred. 
X52 in formula (1-2) denotes -0-, -S-, -S(O)-, -S(0) 2 - or single bond. 

When R 12 is 4-7 membered saturated nitrogen-containing aliphatic hetero ring containing at least 
one nitrogen atom as atom constituted heterocycle and as other heteroatom, optionally containing 
1-2 heteroatoms selected from nitrogen atom, sulfur atom and oxygen atom in the ring (the said 
nitrogen containing aliphatic hetero ring may be substituted with the aforesaid R 4 of 1-3), X 52 is 
preferred to be a single bond. 

When R 12 is 5-7 membered nitrogen-containing aliphatic hetero ring containing at least one 
nitrogen atom as atom constituted heterocycle and as other heteroatom, optionally containing 1-2 
heteroatoms selected from nitrogen atom, sulfur atom and oxygen atom, and moreover containing 
1 or 2 double bonds in the ring (the said 5-7 membered heterocycle may be substituted with 1-3 
of the aforesaid R 4 ), -O-, -S-, -S(O)- or S(0) 2 - is preferred as X 52 , and -O- is more preferable. 

As "4-7 membered saturated nitrogen-containing aliphatic hetero ring containing at least one 
nitrogen atom as atom constituted heterocycle and as other heteroatom, optionally containing 1-2 
heteroatoms selected from nitrogen atom, sulfur atom and oxygen atom" denoted by R 12 , for 
example azetidinyl, pyrrolidinyl, piperidine, piperidinyl, homo piperidinyl, azepanyl, piperazinyl, 
morpholino, thiomorpholino, homopiperazinyl, imidazolidinyl, pyrazolidinyl and the like are 
proposed, and among these, azetidinyl, pyrrolidinyl or piperidinyl are preferred, and pyrrolidinyl, 
piperidinyl, homo piperidinyl are preferred, and the group represented by formula (III-l) 




( MM) 

or(III-2) 




(HI-2) 
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[wherein, n denotes an integer of 1-3 and R 41 is the same as aforesaid R 4 ] is more preferably, and 
the group by formula (III-3) 




(vm) 



denotes binding site of X53] is still more preferred. 



As "4-7 membered saturated nitrogen-containing aliphatic hetero ring containing at least one 
nitrogen atom as atom constituted heterocycle and as other heteroatom, optionally containing 1-2 
heteroatoms selected from nitrogen atom, sulfur atom and oxygen atom in the ring (the said 
nitrogen containing aliphatic hetero ring may be substituted with 1-3 of the aforesaid R 4 )" 
denoted by R 12 , for example 1-acetyl pyrrolidin-2-yl, 2-acetyl pyrrolidin-l-yl, l-acetyl-3-fluoro 
pyrrolidin-2-yl, 1 -acetyl-5-methylpyrrolidin-2-yl, 1 -acetyl piperidin-2-yl, 1 -ethyl 
carbonyl-pyrrolidin-2-yl, 2-ethyl carbonyl pyrrolidin-l-yl, 1 -ethyl carbonyl-piperidin-2-yl, 
1 -n-propyl carbonyl-pyrrolidin-2-yl, 2-n-propyl carbonyl-pyrrolidin-2-yl, 1 -n-propyl 



carbonyl-piperidin-2-yl, 
1 -isopropyl-piperidin-2-yl, 
carbonyl-pyrrolidin- 1 -yl, 
carbonyl-pyiTolidin-2-yl, 
carbonyl-piperidin-2-yl, 
carbonyl-pyrrolidin- 1 -yl, 
carbonyl-pyrrolidin-2-yl, 



1 -isopropyl-pyrroIidin-2-yl, 2-isopropyl-pyrrolidin-l -yl, 

1 -hydroxy ethyl carbonyl-pyrrolidin-2-yl, 2-hydroxy ethyl 
carbonyl-piperidin-2-yl, 
carbonyl-pyrrolidin- 1 -yl, 
carbonyl-pyrrolidin-2-yl, 

carbonyl-piperidin-2-yl, 
carbonyl-pyrrolidin- 1 -yl, 



1-hydroxyethyl 
2-hydroxymethyl 
1-methoxymethyl 

1- methoxymethyl 

2- ethoxymethyl 



1-hydroxymethyl 

1- hydroxymethyl 

2- methoxymethyl 
1-ethoxymethyl 
1-ethoxymethyl 



carbonyl-piperidin-2-yl, l-methylpyrrolidin-2-yl, 2-methylpyrrolidin-l-yl, l-methylpiperidin-2-yl, 
1 -ethylpyrrolidin-2-yl, 2-ethylpyrrolidin- 1 -yl, 1 -ethylpiperidin-2-yl, 1 -phenyl 

carbonyl-pyrrolidin-2-yl, 2-phenyl carbonyl-pyrrolidin-l-yl, 1-phenyl carbonyl-piperidin-2-yl, 
1-phenethyl carbonyl-pyrrolidin-2-yi, 2-phenethyl carbonyl-pyrrolidin-l-yl, 1-phenethyl 
carbonyl-piperidin-2-yl, 1 -benzyl cart>onyl-pyrrolidin-2-yl, 2-benzyl carbonyl-pyrrolidin-l-yl, 

1 - benzyl carbonyl-piperidin-2-yl, 1-dimethylaminomethyl carbonyl-pyrrolidin-2-yl, 

2- dimethy laminomethyl carbonyl-pyrrolidin- 1 -y 1, 1 -dimethy laminomethy 1 
carbonyl-piperidin-2-yl, 1-methylaminomethyl carbonyl-pyrrolidin-2-yl, 2-methylaminomethyl 
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carbonyl-pyrrolidin- 1 -y 1, 1 -methy laminomethyl carbony l-piperidin-2-yl, 1 -cy clohexy 1 
carbony l-pyrrolidin-2-yl, 2-cyclohexy 1 carbonyl-pyrrolidin- 1 -yl, 1 -cyclohexy 1 
carbonyl-piperidin-2-yl, 1-cyclopentyl carbonyi-pyrrolidin-2-yl, 2-cyclopentyl 
carbonyl-pyrrolidin- 1 -yl, 1 -cyclopentyl carbonyl-piperidin-2-yi, 1 -( 1 -methyl-3-oxobutyl 
carbonyl)-pyrrolidin-2-yl, 2-(l-methyl-3-oxobutyl caitonyl)-pyrrolidin-l-yl, 

1 -(1 -methyl-3-oxobutyl carbonyl)-piperidin-2-yl, 1 -methanesulphonyl-pyrrolidin-2-yl, 
2-methanesulphonyl-pyrrolidin- 1 -yl, 1 -methanesulphonyl-piperidin-2-yl, 

1 -ethanesulphonyl-pyrrolidin-2-yl, 2-ethanesulphonyl-pyrrolidin- 1 -yl, 

1- ethanesulphonyl-piperidin-2-yl, 1-isopropyl sulfonyl-pyirolidin-2-yl, 2-isqpropyl 
sulfonyl-pyrrolidin- 1 -y 1, 1 -isopropyl sulfonyl-piperidin-2-yl, 1 -carbamoy l-pyrrolidin-2-yl, 

2- carbamoyi-pyrrolidin-l-yl, l-carbamoyl-piperidin-2-yl, l-carbamoylmethyl-pyrrolidin-2-yl, 
2-carbamoylmethyl-pyrrolidin-l-yl, l-carbamoylmethyl-piperidin-2-yl, 
1 -carbamoy lethyl-pyrrolidin-2-yl, 2-carbamoy lethy 1-pyrrolidin- 1 -yl, 
1 -carbamoylethyl-piperidin-2-y 1, 1 -(pyrrolidine-2-ylcarbonyl) pyrrolidin-2-yl, 
2-(pyrrolidine-2-ylcarbonyl) pyrrolidin-l-yl, 1 -(pyrrolidine-2-ylcarbonyl)-piperidin-2-yl, 
l-(pyrimidinyl-2-yl) pyrrolidin-2-yl, 2-(pyrimidinyl-2-yl) pyrrolidin-l-yl, l-(pyrimidinyl-2-yl) 
piperidin-2-yl, l-(pyrazinyl-2-yl) pyrrolidin-2-yl, 2-(pyrazinyl-2-yl) pyirolidin-l-yl, 
l-(pyrazinyl-2-yl) piperidin-2-yl, l-(pyridyl-2-yl) pyrrolidin-2-yl, 2-(pyridyl-2-yl) pyrrolidin-l-yl, 
l-(pyridyl-2-yl) piperidin-2-yl, l-(pyridyl-3-yl) pyrrolidin-2-yl, 2-(pyridyl-3-yl) pyrrolidin-l-yl, 
l-(pyridyl-3-yl) piperidin-2-yl, 1-trifluoromethyl carbonyl-pyrrolidin-2-yl, 2-trifluoromethyl 
carbonyl-pyrrolidin- 1-yl, 1-trifluoromethyl carbonyl-piperidin-2-yl, l-(2-hydroxyacetyl) 
pyrrolidin-2-yl, 2-(2-hydroxyacetyl) pyrrolidin- 1 -yl, 1 -(2-hydroxyacetyl) piperidin-2-y 1, 
l-(2-methylamino acetyl) pyrrolidin-2-yl, 2-(2-methylamino acetyl) pyrrolidin-l-yl, 

1- (2-methylamino acetyl) piperidin-2-yl, l-(2-dimethylamino acetyl) pyrrolidin-2-yl, 

2- (2-dimethylamino acetyl) pyrrolidin-l-yl, l-(2-dimethylamino acetyl) piperidin-2-yl, 
1-n-propylamino acetyl-pyrrolidin-2-yl, 2-n-propylamino acetyl-pyrrolidin-l-yl, 1-n-propylamino 
acetyl-piperidin-2-yl, 1 -isopropyl-aminoacetyl-pyrrolidin-2-yl, 2-isopropylamino 
acetyl-pyrrolidin-l-yl, 1 -isopropylamino acetyl-piperidin-2-yl and the like may be proposed. 

As "5-7 membered nitrogen-containing aliphatic hetero ring containing at least one nitrogen atom 
as atom constituted heterocycle and as other heteroatom, optionally containing 1-2 heteroatoms 
selected from nitrogen atom, sulfur atom and oxygen atom, and moreover containing 1 or 2 
double bonds in the ring" denoted by R 12 , as embodiments, for example group represented by 
formula (IX) 
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and the like may be proposed. 




As "5-7 membered nitrogen-containing aliphatic hetero ring containing at least one nitrogen atom 
as atom constituted heterocycle and as other heteroatom, optionally containing 1-2 heteroatoms 
selected from nitrogen atom, sulfur atom and oxygen atom, and moreover containing 1 or 2 
double bonds in the ring (the said nitrogen-containing aliphatic hetero ring may be substituted 
with the aforesaid R4 of 1-3)" denoted by R 12 , as embodiments, for example 
1 -methyl-2-oxo- 1 ,2-dihydropyridyl, 2-oxo- 1 ,2 -dihy dropyridyl, 1 -ethyl-2-oxo- 1 ,2-dihydropyridyl, 
l-isopropyl-2-oxo-l,2-dihydropyridyl, l-propyl-2-oxo-l,2-dihydropyridyl and the like may be 
proposed. 

Moreover, as R n -X5i- in formula (1-2) (R 11 may be substituted 1-3 with the aforesaid R 4 ), the 
same groups as in the said formula (1-1) is proposed. Among these, for example, 

5- bromopyridin-2-yIoxy, 6-methanesulphonyl-pyridin-3-yloxy, 2-chloropyridin-3-yloxy, 
4-hydroxy methoxymethyl-phenoxy, 4-methanesulphonyl phenoxy, 

6- ethanesulphonyl-pyridin-3-yloxy, 6-cyanopyridin-3-yloxy, 6-acetylamino-pyridin-3-yloxy, 
4-methoxymethy 1-phenoxy , 4-(2-oxo-2H-pyridine- 1 -y 1) phenoxy, 
6-(5-methyl-[l,2,4]-oxadiazol-3-yl) pyridin-3-yloxy, 2'-fluorobiphenyl-4-yloxy, 
6-([l,2,4]-oxadiazol-3-yl) pyridin-3-yloxy, 6-(2-metbyl-2H-tetrazol-5-yl)-pyridin-3-yloxy, 
4-(2-methyl-2H-tetrazol-5-yl phenoxy, 6-methoxymethyl-pyridin-3-yloxy, 2-oxo-2H-[l ,3 '] 
bipyridine-6'-yloxy, 5-(2-oxo-oxazolidinone-3-yl) pyridin-2-yloxy, 6-methylpyridin-3-yloxy, 
6-pyrazin-2-yl pyridin-3-yloxy, 4-acetyl phenoxy and the like are preferred. 

As preferred embodiment of the compounds in accordance with this invention, for example, the 
case that compound represented by the aforesaid formula (1-1) is shown by formula (1-1 1) 




(each symbol is the same as above) may be proposed. 
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As R H in formula (Ml) (the said R n may be substituted with 1-3 of the aforesaid R 4 ), the same 
groups as in R 11 in the said formula (1-1) may be proposed. 

As X 5 i in formula (M 1), -0- or -S- is preferred, and -O- is more preferred. 

Xi and X3 in formula (1-11) each independently denote carbon atom or nitrogen atom, but the 
case that both Xi and X3 are carbon atoms is preferred. 

As R n -X 5 j- in formula (Ml) (said R 11 may be substituted by the aforesaid R 4 of 1-3), as 
embodiments, for example, methanesulphonyl phenoxy, 3-methanesulphonyl phenoxy, 

2- raethoxyphenoxy, 3-methoxyphenoxy, 2-acetyl phenoxy, 3-acetyl phenoxy, 2-carbamoyl 
phenoxy, 3-carbamoyl phenoxy, phenoxy, 2-cyano-6-fluoro phenoxy, 2-methylphenoxy, 

3- methylphenoxy, 2-fluoro phenoxy, 3-fluoro phenoxy, 2,3-difluoro phenoxy, 2,4-difluoro 
phenoxy, 2,5-difluoro phenoxy, 2,6-difluoro phenoxy, pyridin-2-yloxy, pyridin-3-yloxy, 
2-methoxypyridin-3-yloxy, 2-difluoromethoxypyridin-3-yloxy and the like are proposed, and 
among these, 2-methanesulphonyl phenoxy, 2-methoxyphenoxy, 2-acetyl phenoxy, 2-carbamoyl 
phenoxy, phenoxy, 2-cyano-6-fluoro phenoxy, 2-methylphenoxy, 2-fluoro phenoxy, 2,3-difluoro 
phenoxy, 2,6-difluoro phenoxy, pyridin-3-yloxy, 2-methoxypyridin-3-yloxy, 
2-difluoromethoxypyridin-3-yloxy and the like are preferred. 

Moreover, for example, as preferred form of compound in accordance with this invention, the 
case that compound represented by the aforesaid formula (M) is shown by formula (1-12) 



(each symbol is the same as above) may be proposed. 

R" in formula (1-12) (the said R n may be substituted with the aforesaid R 4 of 1-3), the same 
groups as in R 11 in the said formula (1-1) may be proposed. 

As X51 in formula (M2), -0- or -S- is preferred, and -O- is more preferred. 




Ring A 



Xi and X 3 in formula (M2) each independently denote carbon atom or nitrogen atom, but the 
case that both Xi and X3 are carbon atoms is preferred. 
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As R n -X 5 r in formula (1-12), in an embodiment for example, 2-carbamoyl phenoxy, 

3- carbamoyl phenoxy, 4-carbamoyl phenoxy, 2-cyano phenoxy, 3-cyano phenoxy, 4-cyano 
phenoxy, 2-methoxy phenoxy, 3-methoxy phenoxy, 4-methoxy phenoxy, 2-methansulfonyl 
phenoxy, 3-methansulfonyl phenoxy, 4-methansulfonyl phenoxy, 
2-(pyrrolidin-l-carbonyl)-phenoxy, 3-(pyrrolidin-l-carbonyl)-phenoxy, 

4- (pyrrolidin-l-carbonyl)-phenoxy, pyridin-2-yloxy, pyridine-3-yloxy, pyridine-4-yloxy, 
2-methylcarbamoyl phenoxy, 3-methylcarbamoyl phenoxy, 4-methylcarbamoyl phenoxy, 
2-dimethylcarbamoyl phenoxy, 3-dimethylcarbamoyl phenoxy, 4-dimethylcarbamoyl phenoxy, 
2-(oxazol-3-yl) phenoxy, 2-methoxycarbonyl phenoxy, 3-methoxycarbonyl phenoxy, 
4-methoxycarbony 1 phenoxy, 2-acety Iphenoxy , 3-acetylphenoxy , 4-acety lphenoxy , 
2-ethoxycarbonyl phenoxy, 3-ethoxycarbonyl phenoxy, 4-ethoxycarbonyl phenoxy, 2-N-hydroxy 
amidino-phenoxy, 3-N-hydroxy amidino-phenoxy, 4-N-hydroxy amidino-phenoxy, 
2-hydroxymethyl-phenoxy, 3-hydroxymethyl-phenoxy, 4-hydroxymethyl-phenoxy, 
2-(2H-tetrazol-5-yl) phenoxy, 3-(2H-tetrazol-5-yl) phenoxy, 4-(2H-tetrazol-5-yl) phenoxy, 
2-cyano-pyridin-3-yloxy, 4-cyano-pyridin-3-yloxy, 2-carbamoyi-pyridin-3-yl, 
2-difluoromethoxy-pyridin-3-yloxy, 4-carbamoyl-pyridin-3-yl, 2-(5-oxo-4,5-dihydro-[l,2,4] 
oxadiazol-3-yl) phenoxy, 3-(5-oxo-4,5-dtoydro-[l,2,4] oxadiazol-3-yl) phenoxy, 
4-(5-oxo-4,5-dihydro-[l,2,4] oxadiazol-3-yl) phenoxy, 2-formyl phenoxy, 3-formyl phenoxy, 
4-formyl phenoxy and the like may be proposed. 

Among these, for example, one of R u -Xsi- is preferred to be 2-carbamoyl phenoxy, 4-carbamoyl 
phenoxy, 2-cyano phenoxy, 4-cyano phenoxy, 2-methoxy phenoxy, 4-methoxy phenoxy, 
2-methansulfonyl phenoxy, 4-methansulfonyl phenoxy, pyridin-2-yloxy, pyridin-3-yloxy, 
pyridin-4-yloxy, 2-cyano-pyridin-3-yloxy, 2-difluoromethoxy-pyridin-3-yloxy, 

4- cyano-pyridin-3-yloxy, 2-carbamoyl-pyridin-3-yloxy, 4-carbamoyl-pyridin-3-yloxy, 

5- cyano-pyridin-3-yloxy, 4-cyano-pyridin-3-yloxy, 5-carbamoyl-pyridin-3-yloxy, 
4-carbamoyl-pyridin-3-yloxy, 2-methylcarbamoyl phenoxyoxy, 4-methylcarbamoyl phenoxyoxy, 
2-dimethylcarbamoyl phenoxyoxy, 4-dimethylcarbamoyl phenoxyoxy, 2-(oxadiazol-3-yl) 
phenoxy, 2-methoxycarbonyl phenoxy, 4-methoxycarbonyl phenoxy, 2-acetyl phenoxy, 4-acetyl 
phenoxy, 2-ethoxycarbonyl phenoxy, 4-ethoxycarbonyl phenoxy, 2-N-hydroxyamidino-phenoxy, 
4-N-hydroxyamidino-phenoxy, 2-hydroxymethyl-phenoxy, 4-hydroxymethyl-phenoxy, 
2-difluoromethoxy-pyridin-3-yloxy, 2-(2H-tetrazol-5-yl) phenoxy, 4-(2H-tetrazol-5-yl) phenoxy, 
2-(5-oxo-4,5-dihydro-[ 1 ,2,4] oxadiazol-3-yl) phenoxy, 4-(5-oxo-4,5-dihydro-[l ,2,4] 
oxadiazol-3-yl) phenoxy, 2-formyl phenoxy, 4-formyl phenoxy and the like, and to be 
2-carbamoyl phenoxy, 2-cyano phenoxy, 2-methoxyphenoxy, 2-methanesuiphonyl phenoxy, 
pyridin-3-yloxy, 2-difluoromethoxy-pyridin-3-yioxy, 2-methylcarbamoyl phenoxy, 
2-dimethylcarbamoyl phenoxy, 2-(oxadiazol-3-yl) phenoxy, 2-methoxycarbonyl phenoxy, 
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2-acetyl phenoxy, 2-ethoxycarbonyl phenoxy, 2-N-hydroxy amidino-phenoxy, 
2-cyano-pyridin-3-yloxy, 2-mfluoromemoxy-pyridin-3-yloxy, 2-carbamoyl-pyridin-3-yloxy, 
2-hydroxymethyl-phenoxy, 2-(2H-tetrazol-5-yl) phenoxy, 2-difluoromemoxo-pyridin-3-yloxy, 

2- (5-oxo-4,5-dihydro-[l,2,4] oxadiazol-3-yl) phenoxy, 2-formyl phenoxy and the like is more 
preferred. 

For example, the other R n -X5i- is preferred to be 3-carbamoyl phenoxy, 4-carbamoyl phenoxy, 

3- cyano phenoxy, 4-cyano phenoxy, 3-methoxyphenoxy, 4-methoxyphenoxy, 

3 - (pyrrolidine- 1 -carbonyl)-phenoxy, 4-(pyrrolidine- 1 -carbonyl)-phenoxy, 3-methanesulphony 1 
phenoxy, 4-methanesulphonyl phenoxy, pyridin-2-yloxy, pyridin-3-yloxy, pyridine-4-yloxy, 

2- difluoromeraoxy-pyridin-3-yloxy, 3-methylcarbamoyl phenoxy, 4-methylcarbamoyl phenoxy, 
5-cyano-pyridin-3-yioxy, 4-cyano-pyridin-3-yloxy, 5-carbamoyl-pyridin-3-yloxy, 

4- carbamoyl-pyridra-3-yloxy, 3-dimethylcarbamoyl phenoxy, 4-dimethylcarbamoyl phenoxy, 
4-(oxadiazol-3-yl) phenoxy, 3-methoxycarbonyl phenoxy, 4-methoxycarbonyl phenoxy, 3-acetyl 
phenoxy, 4-acetyl phenoxy, 3-ethoxycarbonyl phenoxy, 4-ethoxycarbonyl phenoxy, 3-N-hydroxy 
amidino-phenoxy, 4-N-hydroxy amidino-phenoxy, 3-hydroxymethyl-phenoxy, 
4-hydroxymethyl-phenoxy, 3-(2H-tetrazol-5-yl) phenoxy, 4-(2H-tetrazol-5-yl) phenoxy, 

3- (5-oxo-4,5-dihydro-[l,2,4] oxadiazol-3-yl) phenoxy, 4-(5-oxo-4,5-dihydro-[l,2,4] 
oxadiazol-3-yl) phenoxy, 3-formyl phenoxy, 4-formyl phenoxy and the like, and to be 

4- carbamoyl phenoxy, 4-cyanophenoxy, 4-methoxyphenoxy, 4-methanesnlphonyl phenoxy, 
pyridin-3-yloxy, 4-methylcarbamoyl phenoxy, 4-dimethylcarbamoyl phenoxy, 4-(oxadiazol-3-yl) 
phenoxy, 4-methoxycarbonyl phenoxy, 4-acetyl phenoxy, 4-ethoxycarbonyl phenoxy, 
4-N-hydroxy amidino-phenoxy, 4-hydroxymethyl-phenoxy, 4-cyano-pyridin-3-yloxy, 
2-difluoromethoxy-pyridin-3-yloxy 4-carbamoyl-pyridin-3-yloxy, 4-(2H-tetrazol-5-yl) phenoxy, 
4-(5-oxo-4,5-dihydro-[ 1,2,4] oxadiazol-3-yl) phenoxy, 4-formyl phenoxy and the like is more 
preferred. - 

Moreover, as preferred form of compound in accordance with this invention, compound in 
accordance with this invention is compound represented by formula (1-0) and the case wherein 
one of R 1 is phenyl which may be substituted by 1-3 R 4 or 5 or 6 membered nitrogen-containing 
heteroaromatic ring containing 1-4 heteroatoms selected from nitrogen atom, sulfur atom and 
oxygen atom (the said nitrogen-containing heteroaromatic ring may be substituted with 1-3 R 4 ) 
and also me other R 1 is 5-7 membered nitrogen-containing heterocycle having at least one 
nitrogen atom as heteroatom constituted heterocycle, and as other heteroatom, optionaDy 
containing 1-4 heteroatoms selected from nitrogen atom, sulfur atom and oxygen atom, may be 
proposed. 



As said 5-7 membered nitrogen-containing heterocycle, 5 or 6 membered nitrogen-containing 
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heteroaromatic ring or 5-7 raembered nitrogen-containing aliphatic hetero ring may be proposed. 

As 5 or 6 membered nitrogen-containing heteroaromatic ring, for example, pyrrolyl, furyl, thienyl, 
pyrazolyl, isoxazolyl, isothiazolyl, imidazolyl, oxazolyl, thiazolyl, triazolyl, oxadiazolyl, 
thiadiazolyl, tetrazolyl, pyridyl, pyrazinyl, pyrimidinyl, pyridazinyl and the like may be proposed. 

As the 5-7 membered nitrogen-containing aliphatic heterocycle, for example, azetidinyl, 
pyrrolidinyl, piperidino, piperidinyl, azepanyl, piperazinyl, morpholino, thiomorpholino, 
homopiperazinyl, imidazolidinyl, pyrazolidinyl and the Hke may be proposed. 

The said heterocycle may be substituted with 1-3 of the aforesaid R 4 , and moreover when said 
heterocycle is aliphatic hetero ring, it may contain 1 or 2 double bond. 

Moreover, as preferred form of compound in accordance with this invention, compound in 
accordance with this invention is compound represented by formula (1-0) and the case wherein 
one of R ! is phenyl which may be substituted by 1-3 R 4 or 5 or 6 membered nitrogen-containing 
heteroaromatic ring containing 1-4 heteroatoms selected from nitrogen atom, sulfur atom and 
oxygen atom (the said nitrogen-containing heteroaromatic ring may be substituted by 1-3 R4) and 
also the other R 1 is 5-7 membered nitrogen-containing heteroaromatic ring having at least one 
nitrogen atom as heteroatom constituted heterocycle, and as other heteroatom, optionally 
containing 1-4 heteroatoms selected from nitrogen atom, sulfur atom and oxygen atom, may be 
proposed. 

As 5 or 6 membered nitrogen-containing heteroaromatic ring containing 1-4 heteroatoms selected 
from nitrogen atom, sulfur atom and oxygen atom, the same groups as in an item mentioned 
above may .be proposed. 

Moreover, as preferred form of compound in accordance with this invention, compound in 
accordance with this invention is compound represented by formula (1-0) and the case wherein 
one of R 1 is phenyl which may be substituted by 1-3 R 4 or 5 or 6 membered nitrogen-containing 
heteroaromatic ring containing 1-4 heteroatoms selected from nitrogen atom, sulfur atom and 
oxygen atom (the said nitrogen-containing heteroaromatic ring may be substituted by 1-3 R 4 ) and 
also the other R 1 is 5-7 membered nitrogen-containing aliphatic hetero ring having at least one 
nitrogen atom as heteroatom constituted heterocycle, and as other heteroatom, optionally 
containing 1-4 heteroatoms selected from nitrogen atom, sulfur atom and oxygen atom (the said 
nitrogen containing aliphatic hetero ring may be substituted by 1-3 R 4 , and moreover may contain 
1 or 2 double bond in the ring) may be proposed. 
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Among compound represented by formula (1-0), for example, 

5-(4-methanesulphonyl-phenoxy)-2-pyraz^ 

5-(2-carbamoyl-phenoxy)-2-pyridin-^ 

zole, 

5-(2-carbamoyl-phenoxy)-2-pyrazin-2-yl-6-(6-m^ 
zole, 

5-(2-fluoro-phenoxy)-2-pyridin-2-yl-6-(6-methan^ 
5-(2-difluoromethoxy-pyridm-3-yloxy)-6-(6-meto 
IH-benzimidazole, 

5-(2-difluoromethoxy-pyridin-3-yloxy)-6-(6-methane^ 
IH-benzimidazole, 

5-(2-difluoromethoxy-pyridin-3-yloxy)-6-(6-meth^ 

-pyrazol-3-yl)-lH-benzimidazole, 

5-(2-cyano-phenoxy)-2-pyridin-2-yl-6<6-eth^ 

5-(2-fluoro-phenoxy)-2-pyridin-2-yl-6-(6-ethanesulphonyl-pyridin-3 -yloxy)- 1 H-benzimidazole, 

5-(2-fluorb-phenoxy)-2-(lH-pyrazol^ 

zole, 

5-(2,3-dmuoro-phenoxy)-2-(l-methyl-lH-pyra^^^ 
H-benzimidazole, 

5-(2,4-(tifluoro-phenoxy)-2-pyrazin-2-yl-6-(6^ 
le, 

5-(2,5-difluoro-phenoxy)-2-pyridin-2-yl-6-(6-eto^ 
le, 

5-(2,6-difluoro-phenoxy)-2-pyrazin-2-yl-6-(6-ethra^ 
le, 

5-(2,6-difluoro-phenoxy)-2-(l-methyl«m^ 
H-benzimidazole, 

5-(2-fluoropyridin-3-yloxy)-6-(6-ethanesulphonyl^^^ 
ole, 

5-(2-fluoropyrito-3-yloxy>6-(6-ethanesulphonylpyridin-3-yloxy)-2-pyrazm 
zole, 

5-(2-chloropyridto-3-ylqxy)-6-(6-ethan^ 
zole, 

5-(2-chloropyridin-3-yloxy)-6-(6-ethanesulphony^^ 
zole, 

5-(2-cyanopyridin-3-yloxy)-6-(6-ethanesulphon^ 
ole, 

5-(2-difluoromethoxy-pyridin-3-yloxy)-6-(^^ 
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-benzimidazole, 

5-(2-difluorometooxy-pyridm-3-yloxy)-6-(6-emane 
H-benzimidazole, 

5-(2-difluorometooxy-pyridm-3-yioxy)-6-(4-emanes^ 
midazole, 

5<2-difluoromethoxy-pyridin-3-yloxy)-6-(4^ 
midazole, 

5-(2,6-difluoro-phenoxy)-2-pyridin-2-yl-6-(6-mem^ 
zole, 

5-(2-caifcamoyl-phenoxy)-2-pyridin-2-yl-6^ 
le, 

5-(2-fluoro-6-cyano-phenoxy)-2-pyridm-2-yl^-(6-em^ 
dazole, 

5-(2-fluoro-6-carbamoyl-pbenoxy)-2-pyridin-2^^ 
zimidazole, 

5-(2-fluoro-6-carbamoyl-phenoxy)-2-pyrazm^ 
zole, 

5-(2-fluoro-6^yano-phenoxy)-2-pyrazm-2-yl-6-(6-ethan^ 
dazole, 

5-(2-fluoro-6-(tetrazol-5-yl)-phenoxy)-2-pyrazin-^^ 
benzimidazole, 

5-(2-difluorometooxypyridm-3-yloxy)-6-(3-chloro^ 
1 H- benzi midazo le, 

4-(2-fluoro-phenoxy)-2-(pyridin-2-yl)-6^ 

4-(2,6-difluoro-phenoxy)-6<6-meraanesulphonyl-pyri^^ 

zole, 

4-(2,6-difluoro-phenoxy)-6-(6-memanesulphonyl-pyri 
zole, 

4-(2,6-difluoro-phenoxy)-6-(6-ethanesulphon 
K 

4-(2,6-difluoro-phenoxy)-6-(6-etbanesulphonyl-pyridin-3-yloxy)-2-pyridm 
le, 

4-(l-merayl-2-oxo4,2-dmydro-pyridm-3-yloxy)-6^ 
1 H-benzimidazole, 

4-(2,6-difluoro-phenoxy)-6-(6-eraanesulpbonyl-py^ 
idazole, 

4-(2-fluoro-phenoxy)-6-(6-emanesulphonyl-py^^ 
4-(2,3-difluoro-phenoxy)-6-(6-ethanesulphonyl-py^ 
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4-(2,5-difluoro-phenoxy)-6-(6-ethanesulphony^ 
le, 

4-(2<yano-6-fluoro-phenoxy)-6-(6-ethanesulphonyl^^ 
dazole 

4-(2-cyano-6-fluoro-phenoxy)-6-(6-meto^ 
midazole, 

4- (2^yano^-fluoro-phenoxy)-6-(6-methanesu^ 
midazole, 

l-(2-(6-(5-bromo-pyridm-2-yloxy)-2-pyridm^^ 
ne, 

l-(2-(6-(6-methanesulphonyl-pyridin-3-yloxy)-2-pyridin-2-yl-3H-benzimida^ 
l-yl)-ethanone, 

1 -(2-(6-(4-hydroxymemyl-phenoxy)-2-pyridin-2-yL^ 1 -yl)-ethan 

one, 

1- (2-(6-[4-methMesulphonyl-phcnoxy]-2-pyridin-2-yl-3H-bcnzimidazol- 
hanone, 

2^6-(4-methanesulphonyl-phenoxy)-2-pyridin-2-yl-3H-benzimidazol-5-yl)-pyiToUdm 
amide, 

2- hy<koxy4-(2-(6-(4-memanesulphonyl-l-phenoxy)-2-^ 
lidin- 1 -yl)-ethanone, 

1- (2-(6^6-etoanesulphonyl-pyridin-3-yloxy)-2-^^ 
yl)-ethanone, 

1 ^2-(644-methanesulphonyi-phenoxy]-2-pyrazin-2-yl-3H-benzimidazol-5 1 -yl)-et 

hanone, 

2- fluoro-l-(2-(6<4-memanesulphonyl-phenoxy 
n-l-yl)-ethanone, 

5- (6-(l -acetyl-pyrroUdin-2-yl)-2-^ 
l-(2-(6-[4-memanesulphonyl-phenoxy]-2-pyrid^ 
methylamino-ethanone, 

1 -(2-(6-(4-methanesulphonyl-phenoxy)-2-(l H-pyrazol«3-yl)-3H-benzimidazol-5-yl)-pyrrolidin-l- 
yl)-ethanone, 

H4-fluoro-2-(6-(4-meraanesulphonyl-phenoxy)-2-p^ 
n-l-yl)-ethanone, 

N^5-(6-[l-acetyl-pym)lidin-2-yl]-2-pyri^ 
mide, 

l-(2-(2^5-bromo-pyridin-2-yl)-6-(4-methanesulphonyl-phenoxy)-3H-benzi 
din- 1 -yl)-ethanone, 
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N-(2-(2-[6-(4-methanesulphonyl-pte^ 
)-2-oxo-ethyl)-acetamide, 

6-(l -acetyl pyirolidin-2-yl)-5-(4-(methoxymethyl) phenoxy)-2-pyridin-2-yl-l H-benzimidazole • 
mono trifluoroacetate, 

1 -(4-((6-( 1 -acetylpyrrolidin-2-y l)-2-pyridin-2-y 1- 1 H-benzimidazol-5 -yl) oxy) phenyl) 
pyridin-2(l H)-one, 

6-(l-acetylpyrrolidin-2-yl)-5-((6-(5-methyl-[l^,4]-oxadiazol-3-yl)pyridin-3-yl) 
oxy)-2-pyridin-2-yl- 1 H-benzimidazole, 

(2-(2-(5-((2'-fluorobiphenyl-4-yl-2-pyridin-2-yl4H-benzimidazol-6-yl) 
pyrrolidin- 1 -yl)-2-oxoethyl) methylamine, 

6-(l-acetylpyrrolidin-2-yl)-5-((6-[[l,2,4]-oxadiazol-3-yi] pyridin-3-yl) 
oxy)-2-pyridin-2-yl-l H-benzimidazole, 
6-(l-acetylpyrrolidin-2-yl)-5-(4-(2-methyl-2H-tetrazol-5-yl) 
phenoxy)-2-pyrazin-2-yl-lH-benzimidazole, 

5- (l-acetyl-3-£luoropyrrolidin-2-yl)-6-(4-(niethanesulphonyl) 
phenoxy)-2-pyridin-2-yl-l H-benzimidazole, 

6- (l-acetyl pyrrolidm-2-yl)-5-((6-(2-methyl-2H-tetrazol-5-yl) pyridin-3-yl) 
oxy)-2-pyridin-2-yl- 1 H-benzimidazole, 
6-(l-acetylpyrrolidin-2-yl)-5-(4-(2-methyl-2H-tetrazol-5-yl) 
phenoxy)-2 -pyridin-2-yl- 1 H-benzimidazole, 

5- (l-acetyl-5-methylpyrrolidin-2-yl)-6-(4-(methanesulphonyl) 
phenoxy)-2-pyrid in-2-yl- 1 H-benzimidazole, 

6- (l-acetylpyrrolidin-2-yl)-5-((6-(2-methyl-2H-tetrazol-5-yl) pyridin-3-yl) 
oxy)-2-pyrazin-2-y 1- 1 H-benzimidazole, 
6-(l-acetylpyrrolidin-2-yl)-5-(6'-[methoxymethylpyridin-3-yl] 
oxy)-2-pyridin-2-yl- 1 H-benzimidazole, 

2-(2-(5-(4-[2-methyl-2H-tetrazol-5-yl] phenoxy)-2-pyridin-2-yl- 1 H-benzimidazol-6-yl) 
pyrrolidin- 1 -yl)-2-oxo ethanol, 

2-(5-(4-(2-methyl-2H-tetrazol-5-yl) phenoxy)-2-pyridin-2-yl-lH-benzimidazol-6-yl) 
pyrrolidine- 1-carboxamide, 

5 '-((6-( 1 -acety lpyrrohdin-2-yl)-2-pyridin-2-yl- 1 H-benzimidazol-5-y I) 
oxy)-2H-l ,2'-bipyridin-2-one, 

3 -(4-((6-( 1 -acety lpyrrolidin-2-y l)-2-pyridin-2-y 1- 1 H-benzimidazol-5 -y 1) oxy) 
phenyl)-!, 3-oxazolidin-2-one, 

6-(l-acerylpyn-olidin-2-yl)-5-((6-methylpyridin-3-yl) oxy)-2-pyridin-2-yl-lH-benzimidazole, 
6-( 1 -acetylpyrrolidin-2-yl)-5 -((6-pyrazin-2-ylpyridin-3 -yl) 
oxy)-2-pyridin-2-yl-lH-benzimidazole, 
6-(l-aceryl-3-fluoropyrrolidin-2-yl)-5-((2 , -fluorobiphenyl-4-yl) 
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oxy)-2-pyridin-2-yl- 1 H-benzimidazole, 

3-(4-((6-(l-acetylpyrroUdin-2-yl)-2-pyrazin-2-yl-lH-benzimidazol-5-yl)oxy) 
phenyl)- 1 ,3-oxazolidin-2-one, 
6-(l-acetylpym>lidin-2-yl)-2-pyr^ 
oxy)- 1 H-benzimidazole, 

6-(l-acetylpyirolidin-2-yl)-5-((6-(5-methyl-[l,2,4]-oxadiazol-3-yl) pyridin-3-yl) 
oxy)-2-pyrazin-2-yl-l H-benzimidazole, 

l-(4-((6-(l-acetylpyirolidin-2-yl)-2-pyrazin-2-yl-lH-benzimidazol-5-yl) oxy) phenyl) ethanone, 
6-(l-acetylpyrrolidin-2-yl)-5-(4-(5-methyl-[l,2,4]-oxadiazol-3-yl) 
phenoxy)-2-pyrazin-2-yl- 1 H-benzimidazole, 

6-(l-acetyl-5-methylpyrrolidin-2-yl)-5-(4-methanesulphonyl-phenoxy)-2-pyrazin-2-yl-lH-benzi 
midazole, 

N-methyl-2-(2-(5-(4-[2-methyl-2H-tetrazol-5-yl] phenoxy)-2-pyridin-2-yl-lH-benzimidazol-6-yl) 
pyrrolidin-l-yl)-2-oxo ethanamine, 

6-(l-acetyl-5-me%lpynohdin-2-yl)-5-((6-(methoxymethyl)pyridin-3-yl) 
oxy)-2-pyrazin-2-yl- 1 H-benzimidazole, 

l-(l-(6-(4-methanesulphonyl-phenoxy)-2-pyridin-2-yl-3H-benzimidazol-5-yl)-pyrrolidin-2-^ 
tianone, 

1- (l-(6-(6-methanesulphonyl-pyridin-3-yloxy)-2-^^ 

2- yl)-ethanone, 

l-(l-(6-(6-ethanesulphonyl-pyridin-3-yloxy)-2-pyra 
yl)-ethanone, or 

l-(l-(6-(6-ethanesulphonyl-pyridin-3-yto^ 

olidin-2-yl)-ethanone or pharmacologically acceptable salts thereof and the like may be proposed. 

The novel -2-heteroaryl substituted benzimidazole derivatives in accordance with this invention 
can be present as pharmacologically acceptable salts. As the aforesaid salts, acid addition salt or 
base addition salt may be proposed. 

As for the compounds in accordance with this invention, there are cases that stereoisomers, 
tautomers or the like such as optical isomers, diastereoisomer, geometric isomer exist according 
to the type of substituents thereof. Needless to say that these isomers are all included in the 
compounds in accordance with this invention. Again, needles to say that arbitrary mixture of 
isomers thereof is included in the compounds in accordance with this invention. 

Because the compounds of this invention have glucokinase activation action, the said compounds 
are useful as a therapeutic agent and/or preventive agent of diabetes mellitus, furthermore as a 
therapeutic agent and/or preventive agent of diabetic complications. 
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Wherein, the complications of diabetes mellitus are diseases that occur as a result of the onset of 
diabetes mellitus, and as the said complications of diabetes mellitus for example, diabetic 
nephropathy, diabetic retinopathy, diabetic neurosis, diabetic arteriosclerosis and the like are 
nominated. 

Compounds in accordance with this invention can be applicable to both types of diabetes mellitus 
of insulin-dependent diabetes mellitus (1DDM) and non-insulin dependent diabetes mellitus 
(N1DDM) 

Moreover, the insulin-dependent diabetes mellitus (IDDM) is thought to occur due to 
predisposition of hereditary insulin secretion lowering and insulin resistance in the skeletal 
muscle with addition of insulin resistance caused by obesity, and is considered mainly as an adult 
onset 

The compounds in accordance with this invention are thought to be useful for type II diabetes 
mellitus that was impossible to achieve satisfactory lowering of blood glucose level with prior art 
diabetes mellitus drugs, in addition to type I insulin-dependent diabetes mellitus. 

Moreover, in type II diabetes mellitus, it is remarkable that the degree of postprandial 
hyperglycemia is prolonged compared with healthy person, and the compound in accordance with 
this invention or pharmacologically acceptable salts thereof are useful for this type II diabetes 
mellitus. 



Moreover, the compounds in accordance with this invention or pharmacologically acceptable 
salts thereof are useful for the therapy and/or prevention of obesity. 

The compound represented by formula (1-0) 

/ X « H 
(R 2 ) q RingA 

(i-o) 

(in the formula, each symbol has the same the aforesaid definitions) in accordance with this 
invention can be produced, for example, using the following process. 
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L i~r (A) r 1 — x s -jf- j (A) 

Vy'V^m^ : Base Vv'^K.n S " *" 

(1) (2) - 1 

xr x v Nh2 xr x v NH2 

R X5^|| — Reduction ^ ^5~\ — I 

(3) (4) 

RineA — N. 

j xr x V Nh2 2 — - •« 

R — X 5 -jp- J SteD 4 

R (R 2 )Q HOOC-)( N A^R 3 ) m H+ 



(6) 

^ ^ a-o) 

" Steo5-l 1 Steo5-2 



(wherein, L 1 and L 2 denote leaving group such as halogen or the like, and each symbol has the 
same definitions as aforesaid). 

(Step 1). 

This step is process to produce compound (2) by reacting compound (1) with compound (A) 
represented by formula R ! -X 5 H in the presence of base. More specifically, for example, as LI and 
L 2 , halogen such as fluorine, chlorine and bromine or the like may be proposed. LI and L 2 may be 
the same or different 

As the compound (1) used in this step, for example, 3,5-difluoro-2-nitroaniline, 
3,5-dichloro-2-nitroaniline, 3,5-dibromo-2-mtroaniline, 4-bromo-5-fluoro-2-nitroaniline, 
4,5-difluoro-2-nitroaniline and the like may be proposed. 

Amount of compound (A) used differs depending on compound and kind of solvent, other 
reaction conditions used, but it is usually 0.1-20 equivalents, preferably 0.5-5 equivalents with 
respect to 1 equivalent of compound (1). 
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Amount of base used differs depending on compound which is used, kind of solvent and other 
reaction conditions, but it is usually 0.1-20 equivalents, preferably 0.5-5 equivalents. 

As the base which is used in this step, any one in which reaction of compound (1) and R5-X 5 H 
produced compound (2) may be used, but for example sodium hydride, cesium carbonate, sodium 
carbonate, potassium carbonate, potassium phosphate, potassium acetate, potassium-tert butyrate, 
triethylamine and the like may be proposed. When R5-X 5 H is primary or secondary amine, there 
does not need to be using base. 

As the reaction solvent which is used, it is not restricted in particular so long as it is inert solvent 
which does not inhibit the reaction, as embodiments for example, pyridine, toluene, 
tetrahydrofuran, 1 ,4-dioxane, N,N-dimethylformamide, N,N-dimethylacetamide, 
dimethylsulfoxide, l-methyl-2-pyrrolidinone and the like may be proposed. 

The reaction temperature is 250 degrees, preferably 0-150 degrees, in this step. 

Usually the reaction time is between 0.1-72 hours, preferably from 30 minutes to 5 hours in this 
step. 

Compound (2) obtained in this way can be subjected to next step without being isolated and 
purified, or after isolation and purification using the like of well known separation and refinement 
means, for example concentration, vacuum concentration, crystallization, solvent extraction, 
reprecipitation, chromatography and the like. 

(Step 2). 

This step is^process to produce compound (3) by reacting compound (2) obtained in the aforesaid 
step 1 with the same compound (A) as in the aforesaid step lor a different compound (A), in the 
presence of base. 

This step can be carried out by the same process as in the aforesaid step 1, a process based on this, 
or combination of these and the conventional procedure. 

(Step 3). 

This step is process to produce compound (4) by reducing nitro group of compound (3) obtained 
in the aforesaid step 2. 

As for reductive reaction which is used, process well-known to a person skilled in the art is used 
in this step. 
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As the reductive reaction used in this step, as embodiments, for example, catalytic reduction 
method using hydrogen, formic acid, ammonium formate, hydrazine hydrate and palladium, 
platinum, nickel catalyst; a reduction method using hydrochloric acid, ammonium chloride and 
iron, a reduction method using methanol and tin chloride; and the like may be proposed. 

Amount of reducing agent used in the aforesaid reductive reaction differs depending on the 
compound used, the kind of solvent, and other reaction conditions, but it is usually 1-50 
equivalents, preferably 2-20 equivalents with respect to 1 equivalent of compound (3). 

The reaction solvent which is used is not restricted in particular, so long as there is no hindrance 
to the reaction, for example methanol, N,N-dimethylformamide, ethyl acetate, tetrahydrofuran 
and the like and mixed solvent thereof can be used. 

The reaction temperature and the reaction time are not restricted in particular. However, it is 
reacted for about 1-20 hours, preferably 1 to 5 hours approx at the reaction temperature of about 
-10 to 100°C, preferably around 0-50°C. 

Compound (4) obtained in this way can be subjected to next step without being isolated and 
purified or can be isolated and purified by using the like of well known separation and refinement 
means, for example concentration, vacuum concentration, solvent extraction, crystallization, 
reprecipitation, chromatography and the like. 

(Step 4). 

This step is process to produce compound (1) by reacting compound (4) obtained in the aforesaid 
step 3 with- compound (5). 

In this step cyclisation reaction is carried out by process in accordance with literature (for 
example, Synthesis, 10 1380-1390 (2000) or the like), or a process based on this, or a 
combination of these and a conventional procedure. 

As compound (5) used, for example, pyridine carboxaldehyde, pyrazine carboxaldehyde, 
lH-pyrazole-3-carboxaldehyde and the like may be proposed. 

Compound (5) is usually used at 0.1-100 equivalents, preferably 0.1-3 equivalents. 

Reaction solvent which is used in this step is not restricted in particular provided it does not 
hinder the reaction, and for example nitrobenzene, methanol, tetrahydrofuran, 
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N,N-dimethylformamide, toluene and the like or mixture of these solvents may be proposed. 

The reaction temperature is usually 0°C to reflux temperature of reaction solvent, preferably 
room temperature to reflux temperature of reaction solvent. 

Usually the reaction time is 0.1-72 hours, preferably 0.1 to 24 hours. 

Compound (I) in accordance with this invention obtained in this way can be isolated and purified 
by using well known separation and refinement means, for example concentration, vacuum 
concentration, solvent extraction, crystallization, reprecipitation, chromatography and the like. 

(Step 5-1). 

Step 5-1 is process to produce condensed compound by reacting compound (4) obtained in the 
aforesaid step 3 with compound (6). 

Amide reaction in this step is performed using compound (4) and carboxylic acid represented by 
compound (6) or reactive derivative thereof. 

Compound (6) or a reactive derivative thereof is used usually at 0.1-100 equivalents, preferably 
0.1-3 equivalents. 

As "reactive derivative" of compound (6), for example mixed acid anhydride, active ester, active 
amide and the like can be nominated, and these can be obtained by process in accordance with for 
example WO98/05641. 

In the aforesaid reaction, when carboxylic acid represented by compound (6) is used, for example 
carbonyldiimidazole, tyN-dicyclohexylcarbodiimide, l-ethyl-3-(3-dimethylaminopropyl) 
carbodiimide, diphenyl phosphoryl diazide, dipyridyl disulphide-triphenylphosphine and die like, 
are preferred and reaction is preferably in the presence of condensing agent such as 
carbonyldiimidazole and the like. 

The quantity of the aforesaid condensing agent used is not limited closely, but usually is 0.1-100 
equivalents, preferably 0.1-10 equivalents with respect to compound (6). 

Reaction is usually carried out in inert solvent, and, as the aforesaid inert solvent, for example 
tetrahydrofuran N,N-dimethylformamide, 1,4-dioxane, benzene, toluene, methylene chloride, 
chloroform, carbon tetrachloride, 1,2-dichloromethane, pyridine and the like or mixture of these 
solvents may be proposed. 
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The reaction temperature is usually 0°C to reflux temperature of reaction solvent, preferably 
room temperature to reflux temperature of reaction solvent 

Usually the reaction time is between 0.1-72 hours, preferably from 30 minutes to 24 hours. 

Moreover, the aforesaid reaction may be performed in the presence of base and condensation 
assistant in order that the reaction proceed smoothly. 

As base, 4-dimethylaminopyridine, triethylamine and the like may be proposed. 

The quantity of the aforesaid base used is 0.1-100 equivalents, preferably 0.1-1 equivalents with 
respect to 1 mole of caiboxylic acid represented by compound (6) or reactive derivative thereof 
usually. 

As condensation assistant, N-hydroxybenzotriazole hydrate, N-hydroxy succinimide and the like 
may be proposed. 

The quantity of the aforesaid condensation assistant used is 1-100 equivalents, preferably 1-5 
equivalents with respect to 1 mole of carboxylic acid represented by compound (6) or reactive 
derivative thereof usually. 

In the aforesaid reaction, when amino group or imino group which does not participate in reaction 
in reaction materials is present, preferably it is suitably protected with protecting group of amino 
group or imino group, and thereafter, it is reacted, and the aforesaid protecting group of said 
amino group or imino group is eliminated after reaction. 

Condensed compound obtained in this way can be subjected to next step without being isolated 
and purified or can be isolated and purified by using well known separation and refinement 
means, for example concentration, vacuum concentration, solvent extraction, crystallization, 
reprecipitation, chromatography and the like. 

(Step 5-2). 

Step 5-2 is process to produce compound (1-0) by reacting condensed compound obtained in the 
aforesaid step 5-1. 

In this step cyclisation reaction can be performed by process in accordance with literature (for 
example, process described in Tetrahedron, Vol 57 Number 9, pp 1793-1800, 2001 or the like) or 
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a process based on this, or a combination of these and a conventional procedure. 



When p-toluenesulfonic acid is used in cyclisation reaction, amount of p-toluenesulfonic acid is 
usually 0.1-100 equivalents, preferably 0.1-1 equivalents. 



The reaction solvent which is used is not restricted in particular in reaction in this step, provided 
it does not hinder the reaction, and for example toluene, N,N-dimethylformamide, 1,4-dioxane, 
N-methylpyrrolidinone and the like or mixture of these solvents may be proposed. 

The reaction temperature is 0 to 200 degrees, preferably room temperature to reflux temperature 
of reaction solvent. 

The reaction time is usually 0.1 hours to 72 hours, preferably from 30 minutes to 12 hours. 

Compound (1-0) in accordance with this invention obtained in this way may be used without 
isolation and refinement, or can be isolated and purified by using well-known isolation and 
separation means, for example concentration, vacuum concentration, solvent extraction, 
crystallization, reprecipitation, chromatography and the like. 

Compound (1-1 1) in accordance with this invention can be produced by the following process. 



(7) (B) (9) 



Steo8 

H 1 

(10) 




NH 2 Steo 9 



(wherein, L ! , L 2 denotes leaving group such as halogen or the like; each symbol has the same 
definitions as aforesaid. 

(Step 6). 
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This step is process to produce compound (8) by reacting compound (7) with compound (A-l) in 
the presence of base. More specifically, as L l , L 2 , for example, halogen such as fluorine, chlorine 
and bromine or the like may be proposed. 

Amount of compound (A-l) used differs depending on compound and kind of solvent, other 
reaction conditions, it is usually 0.1-20 equivalents, preferably 0.5-5 equivalents with respect to 1 
equivalent of compound (7). 

Amount of base used differs depending on the compound used, the kind of solvent, and other 
reaction conditions, but it is usually 0.1-20 equivalents, preferably 0.5-5 equivalents. 

As the base which is used, in this step, any base which produces compound (8), in reaction of 
compound (7) and compound (A-l), for example sodium hydride, cesium carbonate, sodium 
carbonate, potassium carbonate, potassium phosphate, potassium acetate, potassium-tert butyrate, 
triethylamine and the like may be proposed. 

As the reaction solvent which is used, inert solvent may be proposed, and it is not restricted in 
particular so long as it does not hinder the reaction, and as embodiments for example, pyridine, 
toluene, tetrahydrofuran, 1,4-dioxane, N,N-dimethylfonnamide, N,N-dimethylacetamide, 
dimethylsulfoxide, l-methyl-2-pyrrolidinone and the like may be proposed. 

The reaction temperature is usually 0°C to reflux temperature of reaction solvent, preferably 
0-250°C in this step. 

The reaction time is usually 0. 1 -72 hours, preferably 0. 1 -5 hours in this step. 

Compound (8) obtained in this way can be subjected to next step without being purified and 
refined, or it may be isolated and purified by using well known separation and refinement means, 
for example concentration, vacuum concentration, crystallization, solvent extraction, 
reprecipitation, chromatography and the like. 

(Step 7). 

This step is process to produce compound (9) by reaction of compound (8) with compound (A-l) 
used in the aforesaid step 1 in the presence of base. 

This step can be carried out by the same process as in the aforesaid step 6, a process based on this, 
or a combination of these processes and conventional procedures. 
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Compound (9) obtained in this way is isolated and refined using well known separation and 
refinement means, for example concentration, vacuum concentration, solvent extraction, 
crystallization, reprecipitation, chromatography and the like, or can be subjected to following step 
without being purified or being isolated and purified it 

(Step 8). 

This step is process to produce compound (10) by reducing nitro group of compound (9). 

This step can be carried out by the same process as in the aforesaid step 3, a method based on this, 
or a combination of these with conventional procedures. 

Compound (10) obtained in this way can be subjected to next step without being isolated and 
purified or after isolation and purification using well known separation and refinement means, for 
example concentration, vacuum concentration, crystallization, solvent extraction, reprecipitation, 
chromatography and the like. 

(Step 9). 

This step is process to produce compound (Ml) in accordance with this invention by reacting 
compound (10) with aforementioned compound (5) or compound (6). 

Reaction of compound (10) and compound (5) can be carried out by the same process as in the 
aforesaid step 4, a process based on this, or a process combining these and the conventional 
procedure. 

Moreover, reaction of compound (10) and compound (6) can be carried out by the same process 
as in the aforesaid step 5-1 and 5-2, a process based on this, or a process combining these and the 
conventional procedure. 

Compound (I- 11) in accordance with this invention obtained in this way can be isolated and 
purified by using well known separation and refinement means, for example concentration, 
vacuum concentration, crystallization, solvent extraction, reprecipitation, chromatography and the 
like. 

Compound (1-1 1) in accordance with this invention can be produced by the following process. 
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06) (1-11) 

(wherein, L 1 , L 2 denotes leaving group such as halogen or the like, and each symbol has the same 
definitions as aforesaid). 

(Step 10). 

This step is process to produce compound (12) by reaction of compound (11) and aforementioned 
compound (A- 1). 

This step can be carried out by the same process as in aforesaid step 6, a process based on this, or 
a combination of these and a conventional procedure. 

Compound (12) obtained in this way can be subjected to next step without being isolated and 
purified or can be isolated and purified by using well known separation and refinement means, 
for example concentration, vacuum concentration, solvent extraction, crystallization, 
reprecipitation, chromatography and the like. 

(Step 11). 

This step is process to produce compound (13) by reaction of compound (12) and aforementioned 
compound (A-l). 

This step can be carried out by the same process as in aforesaid step 6, a process based on this, or 
a combination of these and a conventional procedure. 
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Compound (13) obtained in this way can be subjected to next step without being isolated and 
purified or after being isolated and purified by using well known separation and refinement 
means, for example concentration, vacuum concentration, solvent extraction, crystallization, 
reprecipitation, chromatography and the like. 

(Step 12). 

This step is process to produce compound (14) by reducing nitro group of compound (13). 

This step can be carried out by the same process as in aforesaid step 3, a process based on this, or 
a combination of these and a conventional procedure. 

Compound (14) obtained in this way can be subjected to next step without being isolated and 
purified or after being isolated and purified by using well known separation and refinement 
means, for example concentration, vacuum concentration, solvent extraction, crystallization, 
reprecipitation, chromatography and the like. 

(Step 13). 

This step is process to produce compound (15) by introducing nitro group into compound (14) 
obtained in the aforesaid step. 

Nitration in this step process may be performed by process in accordance with literature (for 
example Synthetic Communications Vol. 31 No. 7, pp 1 123-1 128, 2001 or the like), or a process 
based on this, or a combination of these and a conventional procedure. If necessary, said nitration 
reaction is performed with amino groups in compound (14) protected. 

When potassium nitrate is used in nitration, amount of potassium nitrate is usually 0.1-100 
equivalents, preferably 0.1-2 equivalents. 

Reaction solvent which is used is not restricted in particular provided it does not hinder the 
reaction in this step, and for example trifluoroacetic acid, trifluoroacetic acid anhydride, 
hydrochloric acid, sulphuric acid, nitric acid and die like may be proposed. 

The reaction temperature is usually 0 degrees to reflux temperature of reaction solvent, preferably 
room temperature to reflex temperature of solvent. 

The reaction time is usually 0.1 to 72 hours, preferably from 30 minutes to 12 hours. 
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Compound (15) obtained in this way can be subjected to next step without being isolated and 
purified or after being isolated and purified by using well known separation and refinement 
means, for example concentration, vacuum concentration, solvent extraction, crystallization, 
reprecipitation, chromatography and the like. 

(Step 14). 

This step is process to produce compound (16) by reducing the nitro group which compound 
(15) contains. 

This step can be carried out by the same process as in aforesaid step 3, a process based on this, or 
a combination of these and a conventional procedure. 

Compound (16) obtained in this way can be subjected to next step without being isolated and 
purified or after being isolated and purified by using well known separation and refinement 
means, for example concentration, vacuum concentration, solvent extraction, crystallization, 
reprecipitation, chromatography and the like. 

(Step 15). 

This step is process to produce compound (1-11) in accordance with this invention by reacting 
compound (16) and aforementioned compound (5) or compound (6). 

Reaction of compound (16) and compound (5) can be carried out by the same process as in 
aforesaid step 4, a process based on this, or a combination of these and a conventional procedure. 

Moreover, reaction of compound (16) and compound (6) can be carried out by the same process 
as in the aforesaid step 5-1 and 5-2, a process based on this, or a process combining these and the 
conventional procedure. 

Moreover, it is possible to produce compound (1-11) in accordance with this invention by 
reacting the aforesaid compound (14) and (6), introducing a nitro group, and finally either 
reducing said nitro group to amino group, and simultaneously performing cyclisation reaction or 
carrying out cyclisation separately, in accordance with requirements. 

Moreover, amidation, nitration, reduction of nitro group to amine, and cyclisation may be 
performed by the same method as in step 5-1, step 13, step 3 and step 5-1, a process based on 
these and a combination of these and a conventional procedure. 



Compound (1-11) in accordance with this invention obtained in this way can be isolated and 
©Rising Sun Communications Ltd http://www.risingsun.co.uk 



WO05-063738 



59 



Caution : Translation Standard is 
Post-Edited Machine Translation 



purified by using well known separation and refinement means, for example concentration, 
vacuum concentration, crystallization, solvent extraction, reprecipitation, chromatography and the 
like. 

Compound (I- 11-0) in accordance with this invention can be produced for example by the 
following process. 



OH ri p^° RP 1 ^ 



N0 2 



(17) (18) < 19 > 

* * 3 ^NH 2 




Step 18 ^fS^IStep 19 ^jT""* - Ste ^ 20 

Rp^ Rp 

(20) (21) 

"'"ta (R %tXM^ R 

Step 22 



^i^O Step 21 ,^0 ^' 



(22) (23) 

J H h : S £ P 23 R11 

(24) 0-1 1-0) 



(wherein, L 1 , L 2 , L 3 , L 4 denotes leaving group such as halogen or the like. Rp 1 denotes protecting 
group of hydroxy. Each symbol has the same definitions as aforesaid). 

(Step 16). 

This step is reaction to introduce protecting group into compound (17). Introduction of hydroxy 
protecting group Rp 1 of compound (17) used in this step may be performed as described in the 
literature, (for example, Protective Groups in Organic Synthesis, T.W, Green, 2nd edition, John 
Wiley and Sons, 1991), a process based on this, or a combination of these and a conventional 
procedure. 



More specifically, for example, as Rp 1 , methoxymethyl, methyl, benzyl, 4-methoxy-benzyl, 
2-(trimethylsilyl) ethoxymethyl, 2-(trimethylsilyl) ethyl, tert-butyldimethylsilyl, tert-butyl 
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carbonyl and the like may be proposed. 

Amount of compound (B) used differs depending on compound and kind of solvent, and other 
reaction conditions used, usually 0.1-20 equivalents, preferably 0.5-5 equivalents with respect to 
1 equivalent of compound (17). 

Amount of base used differs depending on the compound used, the kind of solvent, and other 
reaction conditions, but it is usually 0.1-20 equivalents, preferably 0.5-5 equivalents. 

As the base which is used in this step, any one that produces compound (18) in reaction of 
compound (17) and compound (B) may be used, but for example cesium carbonate, sodium 
carbonate, potassium carbonate, potassium phosphate, potassium acetate, potassium-tert butyrate, 
triethylamine, imidazole and the like may be proposed. 

Reaction temperature is usually 0 - reflux temperature of reaction solvent, and preferably 0-80°C. 
Reaction time is usually 0.1-72 hours, and preferably 0.5-12 hours. 

As the reaction solvent which is used, inert solvent is proposed, and is not restricted in particular 
so long as it does not hinder the reaction, as embodiments for example, pyridine, toluene, 
1 ,4-dioxane, N,N-dimethylformamide, N,N-dimethylacetamide, dimethylsulfoxide, 
l-methyl-2-pyrrolidinone and the like may be proposed. 

Compound (18) obtained in this way can be subjected to next step without being isolated and 
purified or after being isolated and purified by using well known separation and refinement 
means, for example concentration, vacuum concentration, solvent extraction, crystallization, 
reprecipitation, chromatography and the like. 

(Step 17). 

This step is process to produce compound (19) by reaction compound (18) and the aforesaid 
compound (A-l). 

This step can be carried out by the same process as in aforesaid step 10, a process based on this, 
or a combination of these and a conventional procedure. 

Compound (19) obtained in this way can be subjected to next step without being isolated and 
purified or after being isolated and purified by using well known separation and refinement 
means, for example concentration, vacuum concentration, solvent extraction, crystallization, 
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reprecipitation, chromatography and the like. 
(Step 18). 

This step is process to produce compound (20) by reducing the nitro group which compound 
(19) contains. 

This step may be performed by the same process as step 12, process based on this, or a 
combination of these and a conventional procedure. 

Compound (20) obtained in this way can be subjected to next step without being isolated and 
purified or after being isolated and purified by using well known separation and refinement 
means, for example concentration, vacuum concentration, crystallization, solvent extraction, 
reprecipitation, chromatography and the like. 

(Step 19). 

This step introduces nitro group into compound (20) and is process to produce compound (21). 

This step can be carried out by the same process as in aforesaid step 13, a process based on this, 
or a combination of these and a conventional procedure. 

Compound (21) obtained in this way can be subjected to next step without being isolated and 
purified or after being isolated and purified by using well known separation and refinement 
means, for example concentration, vacuum concentration, solvent extraction, crystallization, 
reprecipitation, chromatography and the like. 

(Step 20). . 

This step reduces nitro group of compound (21) and is process to produce compound (22). 

This step can be carried out by the same process as in aforesaid step 14, a process based on this, 
or a combination of these and a conventional procedure. 

Compound (22) obtained in this way can be subjected to next step without being isolated and 
purified or after being isolated and purified by well known separation and refinement means, for 
example concentration, vacuum concentration, crystallization, solvent extraction, reprecipitation, 
chromatography and the like. 

(Step 21). 

This step is process to produce compound (23) by reacting compound (22) with aforementioned 
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compound (5) or compound (6). 

Reaction of compound (22) and compound (5) can be carried out by the same process as in 
aforesaid step 4, a process based on this, or a combination of these and a conventional procedure. 

Moreover, reaction of compound (22) and compound (6) can be carried out by the same process 
as in the aforesaid step 5-1 and 5-2, a process based on this, or a process combining these and the 
conventional procedure. 

Compound (23) obtained in this way can be subjected to next step without being isolated and 
purified or after being isolated and purified by using well known separation and refinement 
means, for example concentration, vacuum concentration, crystallization, solvent extraction, 
reprecipitation, chromatography and the like. 

(Step 22). 

This step is process to produce compound (24) by eliminating protecting group of hydroxy of 
compound (23). 

Elimination of hydroxy protecting group Rp 1 of compound (17) used in this step may be 
performed by the process described in the literature, (for example, Protective Groups in Organic 
Synthesis, T.W, Green, 2nd edition, John Wiley and Sons, 1991 and the like), a process based on 
this, or a combination of these and a conventional procedure, and in this step when Rp 1 is benzyl, 
for example, said elimination of protecting groups can be carried out by using catalytic 
hydrogenation using palladium-carbon catalyst. 

When palladium hydroxide-carbon catalyst is used in removal of Rp 1 , amount of catalyst is 
usually 0.01-1000 equivalents, preferably 0.1-10 equivalents. 

Reaction solvent used in this step is not restricted in particular provided it does not hinder the 
reaction, for example methanol, ethanol and the like may be proposed. 

The reaction temperature is usually room temperature to reflux temperature of reaction solvent, 
preferably room temperature to 100 degrees. 

Usually the reaction time is 0.1-72 hours, preferably 30 minutes to 12 hours. 

Compound (24) obtained in this way can be subjected to next step without being isolated and 
purified or after being isolated and purified by using well known separation and refinement 
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means, for example concentration, vacuum concentration, solvent extraction, crystallization, 
reprecipitation, chromatography and the like. 

(Step 23). 

This step is process to produce compound (1-2) in accordance with this invention by step of 
reacting compound (24) and compound (C) (step 23-1) or step of reacting compound (24) and 
compound (D) (step 23-2). 

(Step 23-1). 

As L 4 in compound (C), for example, halogen atom such as chlorine, bromine, iodine or the like 
may be proposed. 

Amount of compound (C) used differs depending on compound and kind of solvent, and other 
reaction conditions, it is usually 0.1-20 equivalents, preferably 0.5-5 equivalents with respect to 1 
equivalent of compound (24). 

The reaction in this step is performed in the presence of base. Amount of base used differs 
depending on compound used, kind of solvent and other reaction conditions, it is usually 0.1-20 
equivalents, preferably 0.5-5 equivalents with respect to 1 equivalent of compound (24). 

As the base which is used, in reaction of compound (24) and compound (C), any which produced 
compound (1-2) may be used, but for example sodium hydride, cesium carbonate, sodium 
carbonate, potassium carbonate, potassium phosphate, potassium acetate, potassium-tert butyrate, 
triethylamine and the like may be proposed. 

. As the reaction solvent which is used, inert solvent may be proposed, it is not restricted in 
particular so long as there is no hindrance of the reaction, as embodiments for example, pyridine, 
toluene, tetrahydrofuran, 1,4-dioxane, N,N-dimethylformamide, N,N-dimethylacetamide, 
dimethylsuifoxide, l-methyl-2-pyrrolidinone and the like may be proposed. 

The reaction temperature is usually 0°C to reflux temperature of reaction solvent, preferably 
0-150°C in this step. 

Usually die reaction time is 0.1-72 hours, preferably 30 minutes to 5 hours in this step. 

Compound (1-2) in accordance with this invention obtained in this way can be isolated and 
purified by using well known separation and refinement means, for example concentration, 
vacuum concentration, crystallization, solvent extraction, reprecipitation, chromatography and the 
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like. 

(Step 23-2). 

This step is process to produce compound (1-2) in accordance with this invention by reacting 
compound (24) obtained in the aforesaid step and compound (D) and carrying out protection, 
deprotection in accordance with requirements. 

Reaction of compound (24) and compound (D) can be carried out by so-called Mitsunobu 
Reaction, in the presence of phosphine compound and azo compound, in accordance with 
literature (for example Mitsunobu 0. et al. "The use of diethyl azodicarboxylate and 
triphenylphosphine in synthesis and transformation of natural products", Synthesis, Vol. 1, 1981 
p 1-28), a process based on this or a combination of these with conventional procedure. 

Amount of alcohol compound (D) used in this step is usually 0.5-10 equivalents, more preferably 
1-3 equivalents with respect to 1 equivalent of compound (24). 

As the phosphine compound used in this step, usually for example triphenylphosphine, triethyl 
phosphine and the like may be proposed. 

The amount of phosphine compound used is usually 0.5-10 equivalents, and preferably 1-3 
equivalents, for 1 equivalent of compound (24). 

As the azo compound which is used, for example diethylazo dicarboxylate, diisopropyl azo 
dicarboxylate and the like may be proposed. 

Amount of azo compound is usually 0.5-10 equivalents, preferably 1-3 equivalents with respect 
to 1 equivalent of compound (24). 

The reaction time is usually 1-48, preferably 4-12 hours in this step. 

The reaction temperature is usually 0°C to reflux temperature of reaction solvent, preferably 
15-30°Cinthis step. 

As the reaction solvent used in this step, it is not restricted in particular so long as there is no 
hindrance of the reaction, as embodiments for example tetrahydrofuran, toluene and the like may 
be proposed. 

Moreover, it is possible to produce compound (I- 11-0) in accordance with this invention by 
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reacting the aforesaid compound (20) and (6) then introducing a nitro group, and finally, reducing 
said nitro group to amino group at the same time as it is cyclised, or if necessary, performing 
cyclisation reaction separately. 

Moreover, amidation of compound (20) and compound (6), nitration, nitro group reduction to 
amino group and cyclisation reaction may be performed by the same processes as in step 5-1, step 
13, step 3 and step 5-1, by processes based on these, or on combinations of these and 
conventional procedures. 

Compound (1-11-0) in accordance with this invention obtained in this way can be isolated and 
purified by using well known separation and refinement means, for example concentration, 
vacuum concentration, crystallization, solvent extraction, reprecipitation, chromatography and the 
like. 

Of the compounds (I) in accordance with this invention, the compounds (1-4) in which X is 
nitrogen atom may be produced by the following process. 




(26) 

(wherein, Rx denotes 1-6C alkyl that has 2 halogen atoms, aldehyde, ester, CN or their 
equivalents, and the other symbols has the same the aforesaid meaning). 

(Step 24). 

This step is process to produce compound (25) from compound (4). 

This reaction may be performed in the presence of base by process in accordance with literature 
(for example Indian J. Chem. Sect B, 32, 2; 1993, 262-265) or a process based on this, or a 
combination of these and a conventional procedure. 



For example, when it is reacted using sulfur dioxide, amount of the sulfur dioxide which is used 
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is usually 0.1-500 equivalents, preferably 0.5-10 equivalents. 

As the base which is used, in reaction with compound (4), if it is one which produces compound 
(25), any kind of one may be used, but for example sodium hydroxide, sodium hydride, cesium 
carbonate, sodium carbonate, potassium carbonate, potassium phosphate, potassium acetate, 
potassium-tert butyrate, triethylamine and the like may be proposed. 

The reaction time is usually 1-48 hours, preferably 4-12 hours in this step. 

The reaction temperature is usually 0°C to reflux temperature of reaction solvent, preferably 0 to 
reflux temperature of solvent in this step. 

As the reaction solvent used in this step, it is not restricted in particular so long as there is no 
hindrance of the reaction, as embodiments for example ethanol, water, toluene, tetrahydrofuran, 
1 ,4-dioxane, N,N-dimethylformamide, N,N-dimethylacetamide, dimethylsuifoxide, 
l-methyl-2-pyrrolidinone arid the like may be proposed. 

Compound (25) obtained in this way can be subjected to next step without being isolated and 
purified or after being isolated and purified by using well known separation and refinement 
means, for example concentration, vacuum concentration, solvent extraction, crystallization, 
reprecipitation, chromatography and the like. 

(Step 25). 

This step produces compound (26) using compound (25). Reaction in this step can be performed 
using hydrazine monohydrate process in accordance with literature (for example, Indian J. Chem. 
Sect B, EN, 32, 2;1993, 262-265) or a process based on this, or a combination of these and a 
conventional procedure. 

Amount of the hydrazine monohydrate which is used is usually 0.1-1000 equivalents, preferably 
1-100 equivalents. 

The reaction time is usually 1-48 hours, preferably 4-24 hours in this step. 

The reaction temperature is usually 0°C to reflux temperature of reaction solvent, preferably 0 to 
reflux temperature of solvent in this step. 

Preferably reaction is carried out with absence of solvent in this step, but a reaction solvent may 
be used provided it does not hinder the reaction, as embodiments of the reaction solvent, for 
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example ethanol, water, toluene, tetrahydrofuran, 1 ,4-dioxane, N,N-dimethylformamide, 
N,N-dimethylacetamide, dimethylsulfoxide, l-methyl-2-pyrrolidinone and the like may be 
proposed. 

Compound (26) obtained in this way is isolated and refined by using well known separation and 
refinement means, for example concentration, vacuum concentration, solvent extraction, 
crystallization, reprecipitation, chromatography and the like, or it can be subjected to following 
step without being isolated and purified. 

(Step 26). 

This step is process to produce compound (1-4) in accordance with this invention by reacting 
compound (26) and compound (E). 

Reaction in this step may be performed by process in accordance with literature (for example 
Indian J. Chem. Sect B, EN, 32, 2;1993, 262-265 or the like) or a process based on this, or a 
combination of these and a conventional procedure. 

When for example pyrazole is formed, it can be synthesised by carrying out reaction using 
tetramethoxypropane. 

Amount of tetramethoxy propane used is usually 0.1-500 equivalents, preferably 0.5-100 
equivalents. 

The reaction time is usually 1-48 hours, preferably 4-12 hours in this step. 

The reaction temperature is usually 0°C to reflux temperature of reaction solvent, preferably 0 
degrees to reflux temperature of solvent in this step. 

As the reaction solvent used in this step, it is not restricted in particular so long as there is no 
hindrance of the reaction, as embodiments for example, water, toluene, tetrahydrofuran, 
1,4-dioxane, N,N-dimethylformamide, N,N-dimethylacetamide, dimethylsulfoxide, 
l-methyi-2-pyrrolidinone and the like may be proposed. 

Compound (1-4) in accordance with this invention obtained in this way can be isolated and 
purified by using well known separation and refinement means, for example concentration, 
vacuum concentration, crystallization, solvent extraction, reprecipitation, chromatography and the 
like. 
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Compound (1-12) in accordance with this invention represented by 



R 11 -X, 



Ring A 



a-12) 



(each symbol is the same as above) may be produced for example by the following process. 



W 



(27) 



Step 27 ' ^51 *« 

R 11 
(28) 



Step 28 R 11 

(29) 



R 11 X5^H 



R 1 



(30) 



Ring A 
OHC 



(31) 



(5) 



m 



Step 32 



0-12) 



R^-X^xTnHj, or ^ Ring A 



(32) 



HOOC-)(A^R3) m 
(6) ^ 



Step 33-1 :-l 



Step 33-2 



a-12) 



"Stepw" %1 ^ NO z Step30 RH^^XpNOa Step 31 



(wherein L 1 , L 2 denote a leaving group such as halogen, and the other symbols are same as 
above). 



(Step 27). 

This step is process to produce compound (28) by reacting compound (27) and the aforesaid 
compound (A-l) in the presence of base. As L 1 , L 2 , more specifically, halogen such as fluorine, 
chlorine and bromine or the like may be proposed. 
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Amount of compound (A-l) used differs depending on the compound used, the kind of solvent, 
and other reaction conditions, it is usually 0.1-20 equivalents, preferably 0.5-5 equivalents with 
respect to 1 equivalent of compound (27). 

Amount of base used differs depending on compound used, kind of solvent and other reaction 
conditions, it is usually 0.1-20 equivalents, preferably 0.5-5 equivalents. 

As the base which is used in this step, if it is one which produces compound (28) by reaction of 
compound (27) and compound (A-l), any kind may be used, but for example sodium hydride, 
cesium carbonate, sodium carbonate, potassium carbonate, potassium phosphate, potassium 
acetate, potassium-tert butyrate, triethylamine and the like may be proposed. 

As the reaction solvent which is used, inert solvent may be proposed, it is not restricted in 
particular so long as there is no hindrance of the reaction, as embodiments for example, pyridine, 
toluene, tetrahydrofuran, 1 ,4-dioxane, N,N-dimethylformamide, N,N-dimethylacetamide, 
dimethylsulfoxide, l-methyl-2-pyrrolidinone and the like may be proposed. 

The reaction temperature is usually 0°C to reflux temperature of reaction solvent, preferably 
room temperature to 1 50 degrees in this step. 

Usually the reaction time is 0.1-72 hours, preferably 30 minutes to 5 hours in this step. 

Compound (28) obtained in this way can be subjected to next step without being isolated and 
purified or after being isolated and purified by using well known separation and refinement 
means, for. example concentration, vacuum concentration, crystallization, solvent extraction, 
reprecipitation, chromatography and the like. 

(Step 28). 

This step is process to produce compound (29) by reducing nitro group of compound (28) 
obtained in the aforesaid step. As for reductive reaction which is used, process well-known to a 
person skilled in the art is used in this step. 

As the reductive reaction used in this step, as embodiments for example, catalytic reduction 
method using using hydrogen, formic acid, ammonium formate, hydrazine hydrate and palladium, 
platinum, nickel catalyst, reduction method using methanol and tin chloride, catalytic reduction 
method using hydrochloric acid, ammonium chloride and iron, and the like may be proposed. 
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In this step, when 10 % palladium-carbon catalyst is used in reduction of nitro group, amount of 
10 % palladium-carbon catalyst is usually 0.01-10 equivalents, more preferably 0.1-1 equivalents. 

Reaction solvent which is used is not restricted, provided it does not hinder the reaction in 
reaction in this step, for example methanol, ethanol, tetrabydrofuran, N,N-dimethylformamide 
and the like may be proposed. 

The reaction temperature is usually 0°C to reflux temperature of reaction solvent, preferably 
room temperature to reflux temperature of reaction solvent. 

Usually the reaction time is 0.1-72 hours, preferably 30 minutes to 12 hours. 

Compound (29) obtained in this way can be subjected to next step without being isolated and 
purified or after being isolated and purified by using well known separation and refinement 
means, for example concentration, vacuum concentration, solvent extraction, crystallization, 
reprecipitation, chromatography and the like. 

(Step 29). 

This step is process to produce compound (30) by introducing nitro group into compound (29) 
obtained in the aforesaid step. 

Nitration in this step may be performed by process in accordance with literature (for example, 
Synthetic Communication Vol. 31 issue 7, pp 1123-1128, 2001 or the like), or a process based on 
this, or a combination of these and a conventional procedure, if necessary after adding protecting 
group to aniline. 

When potassium nitrate is used in nitration, amount of potassium nitrate is usually 0.1-100 
equivalents, preferably 0.1-1 equivalents. 

Reaction solvent used in this step is not restricted in particular provided it does not hinder the 
reaction, for example trifluoroacetic acid, trifluoroacetic anhydride, hydrochloric acid, sulphuric 
acid, nitric acid and the like may be proposed. 

The reaction temperature is usually 0°C to reflux temperature of reaction solvent, preferably 
room temperature to reflux temperature of reaction solvent 

Usually the reaction time is 0.1-72 hours, preferably 30 minutes to 12 hours. 
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Compound (30) obtained in this way can be subjected to next step without being isolated and 
purified or after being isolated and purified by using well known separation and refinement 
means, for example concentration, vacuum concentration, solvent extraction, crystallization, 
reprecipitation, chromatography and the like. 

(Step 30). 

This step is process to produce compound (31) by reacting compound (30) obtained in the 
aforesaid step and the aforesaid compound .(A-l). 

This step may be carried out by the same process as in aforesaid step 27, a process based on this, 
or a combination of these and a conventional procedure, if necessary after adding aniline 
protecting group. 

Compound (31) obtained in this way can be subjected to next step without being isolated and 
purified or after being isolated and purified by using well known separation and refinement 
means, for example concentration, vacuum concentration, solvent extraction, crystallization, 
reprecipitation, chromatography and the like. 

(Step 31). 

This step is process to produce compound (32) by reducing nitro group of compound (31) 
obtained in the aforesaid step 30. 

The reaction can be carried out by the same process as in aforesaid step 8, a process based on this, 
or a combination of these and a conventional procedure in this step. 

Compound .(32) obtained in this way can be subjected to next step without being isolated and 
purified or after being isolated and purified by using well known separation and refinement 
means, for example concentration, vacuum concentration, crystallization,-solvent extraction, 
reprecipitation, chromatography and the like. 

(Step 32). 

This step is process to produce compound (1-2) in accordance with this invention by reacting 
compound (32) obtained in the aforesaid step 31 and compound (5). 

The reaction can be carried out by the same process as in aforesaid step 4, a process based on this, 
or a combination of these and a conventional procedure in this step. 

Compound (1-2) in accordance with this invention obtained in this way can be isolated and 



©Rising Sun Communications Ltd. 



http://www. risings un. co. uk 



WO05-063738 



72 



Caution : Translation Standard is 
Post-Edited Machine Translation 



purified by using well known separation and refinement means, for example concentration, 
vacuum concentration, solvent extraction, crystallization, reprecipitation, chromatography and the 
like. 

(Step 33-1) 

This step is process to produce condensed compound by reacting compound (32) obtained by 
aforesaid step 31 with compound (6). 

The reaction can be carried out by the same process as in aforesaid step 5-1, a process based on 
this, or a combination of these and a conventional procedure in this step. 

Condensed compound obtained in this way can be subjected to next step without being isolated 
and purified or after being isolated and purified by using well known separation and refinement 
means, for example concentration, vacuum concentration, crystallization, solvent extraction, 
reprecipitation, chromatography and the like. 

(33-2). 

This step is process to produce compound (1-12) in accordance with this invention by cyclization 
reaction of condensed compound obtained in the aforesaid step 33-1. 

Cyclization reaction can be carried out by the same process as in aforesaid step 5-2, a process 
based on this, or a combination of these and a conventional procedure in this step. 

Moreover, compound (I- 11) in accordance with this invention may be produced by reacting the 
aforesaid compound (29) and (6) then introducing nitro group, and reducing said nitro group to 
amino group at the same time as cyclization, or if necessary performing cyclization reaction 
separately, moreover, reacting with compound (A) before cyclization or after cyclization. 

Moreover, amidation of compound (29) and compound (6), nitration, reduction of nitro group to 
amine group, reaction with compound (A) and cyclization reaction may be performed by the 
same processes as in step 5-1, step 13, step 3, step 30 and step 5-1 respectively, a process based 
on this or a combination of these processes and the conventional procedure. 

Compound (1-12) in accordance with this invention obtained in this way can be isolated and 
purified by using well known separation and refinement means, for example concentration, 
vacuum concentration, crystallization, solvent extraction, reprecipitation, chromatography and the 
like. 
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Moreover, it is possible to produce compound (1-12) in accordance with this invention by using 
compound (3 1) in accordance with the following process. 



R 11 X5,H R^X^H 

(* 2 ^ Y° 2 (r^ x Y n ° 2 (A - 1) 

L^X^COaR 8 Step 34 q Xsi XT^C0 2 R 8 Step 35 
(33) 



R11 (34) 



A51 ^ 2 " Step 35-1 Xsi *4 NH 2 

A" , R 11 

(35) (31) 

(wherein, each symbol is the same as above). 
(Step 34). 

This step is process to produce compound (34) by reacting compound (33) and the aforesaid 
compound (A-l). In this step, the reaction can be carried out by the same process as in aforesaid 
step 27, a process based on this, or a combination of these and a conventional procedure. 

Compound (34) obtained in this way can be subjected to next step without being isolated and 
purified or after being isolated and purified by using well known separation and refinement 
means, for example concentration, vacuum concentration, solvent extraction, crystallization, 
reprecipitation, chromatography and the like. 

(Step 35). 

This step is process to produce compound (35) by reacting compound (34) and the aforesaid 
compound (A-l). In this step, the reaction can be carried out by the same process as in aforesaid 
step 30, a process based on this, or a combination of these and a conventional procedure. 

Compound (35) obtained in this way can be subjected to next step without being isolated and 
purified or after being isolated and purified by using well known separation and refinement 
means, for example concentration, vacuum concentration, solvent extraction, crystallization, 
reprecipitation, chromatography and the like. 

(Step 33-1). 

This step is process for producing compound (31) by converted the C(0)OR8 of compound (35) 

obtained in the aforesaid step 35 into amino group, for example so-called Curtius transfer 
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reaction may be proposed. 

The reaction can be carried out the same process as the step 48 given later, a process based oh 
this or a combination of these processes and the conventional procedure. 

Compound (31) obtained in this way can be isolated and purified by using well known separation 
and refinement means, for example concentration, vacuum concentration, crystallization, solvent 
extraction, reprecipitation, chromatography and the like. 

Using the obtained compound (31), and using the aforesaid step 31, 32, 33-1 or 33-2, compound 
(1-12) in accordance with this invention may be produced. 




(wherein, n denotes 1 or 2, and Y denotes leaving group, and the other symbols are the same as 
above) 
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(Step 36) 

This step is process for producing compound (37) by reacting the compound (27) mentioned 
above and compound (36) in the presence of base and metal catalyst. 

As L 1 and L 2 , for example, halogen such as fluorine, chlorine, bromine, iodine or the like may be 
proposed. 

Any kind of M 1 may be used as long as it produces compound (37) in the reaction of compound 
(27) and compound (36), but as embodiments for example tin, boron acid, borate ester and the 
like trialkyl ester may be proposed. As compound (36), for example, trimethyl-(pyridin-2-yl) tin 
or l-(tert butoxycarbonyl) pyrrole-2-boron acid and the like may be proposed. 

As compound (36), when trimethyl-(pyridin-2-yl) tin is used, for example, a process using 
so-called Stille reaction may be proposed. 

Moreover, as compound (36), when l-(tert butoxycarbonyl) pyrrole-2-boron acid is used, for 
example, a process using so-called Suzuki reaction may be proposed. 

Amount of compound (36) used differs depending on the compound and the kind of solvent, 
other reaction conditions, but it is usually 0.1-50 equivalents with respect to 1 equivalent of 
compound (27), preferably 0.2-10 equivalents. 

Amount of base used differs depending on the compound used, the kind of solvent, and other 
reaction conditions, but it is usually 0.1-20 equivalents, preferably 0.5-5 equivalents. 

As the base, used in this step, any kind may be used as long as it produces compound (37) in the 
reaction of compound (27) and compound (36), but for example sodium hydride, cesium 
carbonate, sodium carbonate, potassium carbonate, potassium phosphate, potassium acetate, 
potassium t-butoxide, triethylamine and the like may be proposed. 

Amount of metal catalyst used differs depending on the compound used, the kind of solvent, and 
other reaction conditions, but it is usually 0.01-10 equivalents, preferably 0.05-5 equivalents. 

As metal catalyst used in this step, any type may be used as long as it produces compound (37) in 
die reaction of compound (27) and compound (36), and for example tetrakis triphenylphosphine 
palladium, dichloro bis triphenyl phosphine palladium, dichloro (1,1 '-bis (dichlorophosphino) 
ferocene) palladium or the like may be proposed. 
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The reaction solvent used in this step is not restricted in particular providing that it does not 
hinder the reaction, for example ethylene glycol dimethylether, water, toluene, tetrahydrofiiran, 
N,N-dimethylformamide, 1,4-dioxane, benzene, acetone and the like may be proposed. 

The reaction temperature in this step is usually 0°C to reflux temperature of reaction solvent, 
preferably from room temperature to 150°C. 

The reaction time in this step is usually 0.1-72 hours, preferably 30 minutes to 12 hours. 

The compound (37) obtained in this way can be subjected to next step without being purified or 
being isolated and purified by using well known separation and refinement means, for example 
concentration, vacuum concentration, crystallization, solvent extraction, reprecipitation, 
chromatography and the like. 

(Step 37). 

This step is process for producing compound (38) by reacting compound (37) and the aforesaid 
compound (A-l). 

In this step, the reaction can be carried out by the same process as in aforesaid step 27, a process 
based on this, or a combination of these and a conventional procedure. 

Compound (38) obtained in this way can be subjected to next step without being isolated and 
purified or after being isolated and purified by using well known separation and refinement 
means, for example concentration, vacuum concentration, crystallization, solvent extraction, 
reprecipitation, chromatography and the like. 

(Step 38): 

This step is process for producing compound (39) by reducing the hetero aromatic ring and nitro 
group of compound (38) with metal catalyst under hydrogen atmosphere, and in accordance with 
requirements introducing protecting group. 

Amount of reducing agent used is usually 0.01-10 equivalents, preferably 0.1-1 equivalents. 

The reducing agent used in this step can be any as long as it produces compound (39) from 
compound (38), but for example 10 % platinum-carbon, platinum-black or the like may be 
proposed. 



Reaction solvent used in this step is not restricted in particular providing that it does not hinder 
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the reaction, and for example methanol, ethanol, tetrahydrofuran, 1,4-dioxane, ethyl acetate and 
the like may be proposed. 

The reaction temperature in this step is usually 0°C to reflux temperature of reaction solvent, 
preferably from room temperature to 150°C 

The reaction time in this step is usually 0.1-72 hours, preferably 0.5-12 hours. 

Usually reaction pressure in this step is normal pressure to 100 atmosphere, preferably normal 
pressure to 20 atmosphere. 

Compound (39) obtained in this way can be subjected to next step without being purified or 
isolated or after being isolated and purified by using well known separation and refinement 
means, for example concentration, vacuum concentration, crystallization, solvent extraction, 
reprecipitation, chromatography and the like. 

(Step 39). 

This step is process for producing compound (40) by introducing nitro group into compound (39). 
The reaction in this step can be carried out by the same method as in the aforesaid step 29 or 
process based on this, or a combination of these and a conventional procedure. Rp 1 can be 
converted in accordance with requirements. 

Compound (40) obtained in this way can be subjected to next step without being isolated and 
purified or after being isolated and purified by using well known separation and refinement 
means, for example concentration, vacuum concentration, crystallization, solvent extraction, 
reprecipitation, chromatography and the like. 

(Step 40). 

This step is process for producing compound (41) by reducing the nitro group of compound (40), 
The reaction in this step can be carried out by the same process as in aforesaid step 3 1 or process 
based on this, or a combination of these and a conventional procedure. 

Compound (41) obtained in this way can be subjected to next step without being isolated and 
purified or after being isolated and purified by using well known separation and refinement 
means, for example concentration, vacuum concentration, crystallization, solvent extraction, 
reprecipitation, chromatography and the like. 

(Step 41). 
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This step is process for producing compound (42) by reacting compound (41) and the aforesaid 
compound (5), or for producing compound (42) by reacting compound (41) and the aforesaid 
compound (6) and thereafter by subjection to cyclization reaction. 

Reaction of compound (41) and the aforesaid compound (5) can be carried out by the same 
process as in aforesaid step 32 or process based on this, or a combination of these and a 
conventional procedure. 

Moreover, the reaction of reacting compound (41) and the aforesaid compound (6), and thereafter 
subjecting to cyclization reaction, can be carried out by the same process as in the aforesaid step 
33-1 and 33-2, a process based on this, or a process combining these and the conventional 
procedure. 

Compound (42) obtained in this way can be subjected to next step without being isolated and 
purified or after being isolated and purified by using well known separation and refinement 
means, for example concentration, vacuum concentration, crystallization, solvent extraction, 
reprecipitation, chromatography and the like. 

(Step 42). 

This step is for producing compound (43) by removing the protecting group Rp 1 of the amino 
group of the obtained compound (42). 

The process of elimination of the protecting group Rp 1 of amino group can be carried out by the 
process described above, (for example, Protective Groups in Organic Synthesis, T.W, Green, 2nd 
edition, John Wiley and Sons, 1991), a process based on this, or a combination of these and a 
conventional procedure. 

Compound (43) obtained in this way can be subjected to next step without being purified or 
isolated or after being isolated and purified by using well known separation and refinement 
means, for example concentration, vacuum concentration, crystallization, solvent extraction, 
reprecipitation, chromatography and the like. 

(Step 43). 

This step is process to produce compound in accordance with this invention (1-3) by reacting 
compound (43) and compound (F). Introduction of protecting group R 4 of amino group used in 
this step may be performed by the process described above (for example, Protective Groups in 
Organic Synthesis, T.W, Green, 2nd edition, John Wiley and Sons, 1991), a process based on this, 
or a combination of these and a conventional procedure. 
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As R 4 , for example, alkyl, alkyl amide, carbamoyl, alkylcarbamoyl, alkyl carbamate and the like 
may be proposed. 

As compound (F), for example, acetic anhydride, anhydrous trifluoroacetic acid, propionic acid, 
chloroacetic acid, acrylic acid ethyl ester, methane sulphonyl chloride, benzyl bromide and die 
like may be proposed. 

Amount of compound (F) used differs depending on the compound used and the kind of solvent, 
other reaction conditions, but it is usually 0.1-20 equivalents, preferably 0.5-5 equivalents with 
respect to 1 equivalent of compound (43). 

Reaction solvent used in this step is not restricted in particular providing that it does not hinder 
die reaction, and for example dichloromethane, chloroform, tetrahydrofuran, acetonitrile, 
dimethylformamide, benzene, acetone, ethanol, 2-propanol and the like are nominated. 

The reaction temperature in this step is usually 0°C to reflux temperature of reaction solvent, 
preferably from room temperature to 150°C. 

The reaction time in this step is usually 0.1 to 72 hours, and preferably from 30 minutes to 12 
hours. 

Moreover, the aforesaid compound (39) and (6) are reacted, thereafter, nitro group is introduced, 
and finally cyclisation is carried out simultaneously to the reduction of the said nitro group to 
amino group, or in accordance with requirements cyclisation reaction is separately carried out, 
and thereby, the compound in accordance with this invention (1-31) con be produced. 

Moreover, the amidation of compound (39) and compound (6), nitration and reduction from nitro 
group to amino group and cyclisation reaction can be carried out respectively by the same process 
as in the aforesaid step 5-1, step 13, step 3 and step 5-1, processes based on these, or processes 
combining these and the conventional procedure. 

Compound in accordance with this invention obtained in this way (1-31) can be isolated and 
purified by using well known separation and refinement means, for example concentration, 
vacuum concentration, solvent extraction, crystallization, reprecipitation, chromatography and the 
like. 



Moreover, in compound (42), when the protecting group Rp 1 of amino group comes under 
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desired R, the compound (42) is the compound in accordance with this invention without 
thereafter carrying out steps 42 and 43. 

Moreover, when compound (43) is desired compound, compound (43) comprises compound in 
accordance with this invention without carrying out step 43. 

The compound in accordance with this invention (1-31) can be produced by following process. 




(48) (49) 




(wherein, Rp\ Rp 3 and Rp 4 respectively denote protecting group, and L denotes leaving group, 
and the other symbols are the same as above). 
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(Step 44). 

This step is a processes to produce compound (45) by reacting compound (44) and the aforesaid 
compound (36). Rp2 denotes protecting group of X 5> and as embodiments for example, 
methoxymethyl, methyl, benzyl, 4-methoxyrbenzyl, 2-(trimethylsilyl) ethoxymethyi, 
2-(trimethylsilyl) ethyl, tert-butyldimethylsilyl, tert-butyl carbonyl and the like may be proposed. 
Moreover, Rp3 denotes protection of carboxyl, and as embodiments for example methoxymethyl, 
methyl, ethyl, tert-butyl, benzyl,-4-methoxy-benzyl, 2-(trimethylsilyl) ethyl, 
tert-butyldimethylsilyl and the like may be proposed. Rp4 denotes inert alkyl, and as 
embodiments for example, methyl, ethyl, tert-butyl, benzyl, 4-methoxy-benzyl, 2-(trimethylsiIyl) 
ethyl and the like may be proposed. The reaction in this step can be carried out by the same 
process as in aforesaid step 36, a process based on this, or a combination of these and a 
conventional procedure. Compound (45) obtained in this way can be subjected to next step 
without being isolated and purified or after being isolated and purified by using well known 
separation and refinement means, for example concentration, vacuum concentration, 
crystallization, solvent extraction, reprecipitation, chromatography and the like. 

(Step 45). 

This step is process for producing compound (46) by reducing the hetero aromatic ring of 
compound (45) obtained in aforesaid step with metal catalyst under hydrogen atmosphere. 

Amount of reducing agent used is usually 0.01-10 equivalents, preferably 0.1-1 equivalents. 

The reducing agent used in this step can be any as long as it produces compound (46) from 
compound (45), but for example 10 % platinum-carbon, platinum-black or the like may be 
proposed. 

Reaction solvent used in this step is not restricted in particular providing that it does not hinder 
the reaction, and for example methanol, ethanol, tetrahydrofuran, 1,4-dioxane, ethyl acetate and 
the like may be proposed. 

The reaction temperature in this step is usually 0°C to reflux temperature of reaction solvent, 
preferably from room temperature to 150°C. 

The reaction time in this step is usually 0.1-72 hours, preferably 0.5-12 hours. 

Usually reaction pressure in this step is normal pressure to 100 atmosphere, preferably normal 
pressure to 20 atmosphere. 
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Compound (46) obtained in this way can be subjected to next step without being purified or 
isolated or after being isolated and purified by using well known separation and refinement 
means, for example concentration, vacuum concentration, crystallization, solvent extraction, 
reprecipitation, chromatography and the like. 

* (Step 46). 

This step is process to produce compound (47) by removing the protecting group Rp2 of 
compound (46). The elimination of the protecting group in this step can be carried out by the 
process described above, (for example, Protective Groups in Organic Synthesis, T.W, Green, 2nd 
edition, John Wiley and Sons, 1991), a process based on this, or a combination of these and a 
conventional procedure. When the Rp2 is methoxymethyl, for example, said elimination of 
protecting groups can be carried out by using trifluoroacetic acid and the like. 

When trifluoroacetic acid is used for the removal of Rp\ amount of catalyst is usually 0.01-1000 
equivalents, preferably 0.1-10 equivalents. 

Reaction solvent used in this step is not restricted in particular providing that it does not hinder 
the reaction, for example chloroform and the like may be proposed. 

Usually the reaction temperature is room temperature to reflux temperature of the reaction 
solvent, preferably room temperature to 100°C. 

Usually the reaction time is 0.1-72 hours, preferably from 30 minutes to 12 hours. 

Compound (47) obtained in this way can be subjected to next step without being isolated and 
purified or after being isolated and purified by using well known separation and refinement 
means, for example concentration, vacuum concentration, solvent extraction, crystallization, 
reprecipitation, chromatography and the like. Rp 1 can be converted in accordance with 
requirements. 

(Step 47). 

This sep is process to produce compound (48) by reacting compound (47) and compound (G). 
Wherein, L denotes leaving group, and the groups same as in the aforesaid V and L 2 may be 
proposed. As compound (G), for example, benzyl bromide, 4-fluoro-benzonitrile, 
4-fluoro-benzaldehyde and the like may be proposed. In this step, the reaction can be carried out 
by the same process as in aforesaid step 27, a process based on this, or a combination of these and 
a conventional procedure. Compound (48) obtained in this way can be subjected to next step 
without being isolated and purified or after being isolated and purified by using well known 
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separation and refinement means, for example concentration, vacuum concentration, 
crystallization, solvent extraction, reprecipitation, chromatography. 

(Step 48). 

This step is process to produce compound (49) by removing the protecting group Rp3 of the 
carboxyl which compound (48). As protecting group of the carboxyl which compound (48), any 
kind can be used as long as it acts as protecting group of carboxyl in the aforesaid steps 44-47 
and it can be readily eliminated in step 48, and for example lower alkyl containing straight chain 
or branched chain such as methyl, ethyl, tert-butyl and the like, halogeno lower alkyl such as 
2-iodo ethyl, 2,2,2-trichloroethyl and the like, allyl lower alkenyl such as 2-propenyl, 
2-methyl-2-propenyl and the like, aralkyl and the like such as benzyl, para methoxy-benzyl and 
the like are nominated. 

The introduction and removal process of protecting group Rp3 of such carboxyl can be carried 
out by the process described in literature (for example, Protective Groups in Organic Synthesis, 
T.W, Green, 2nd edition, John Wiley and Sons, 1991), a process based on this, or a combination 
of these and a conventional procedure. When the Rp2 is methoxymethyl, for example, said 
elimination of protecting groups can be carried out by using trifluoroacetic acid and the like. 

Compound (49) obtained in this way can be subjected to next step without being isolated and 
purified or after being isolated and purified by using well known separation and refinement 
means, for example concentration, vacuum concentration, solvent extraction, crystallization, 
reprecipitation, chromatography and the like. 

(Step 49). 

This step is. process to produce compound (50) by reacting compound (49) and compound (H), 
and it is so-called Curtius rearrangement reaction and can be carried out using phosphoric acid 
azide compound in the presence of base and alcohol compound (17-1) process in accordance with 
literature (for example, Tetrahedron, vol. 31, 1974, pp. 2151-2157 etc), a process based on this, 
or a combination of these and a conventional procedure. 

Amount of alcohol compound (H) used differs depending on the compound and the kind of 
solvent, other reaction conditions used, but it is usually 0.1-20 equivalents, preferably 0.5-5 
equivalents with respect to 1 equivalent of compound (49). 

Amount of base used differs depending on the compound used, the kind of solvent, and other 
reaction conditions, but it is usually 0.1-20 equivalents, preferably 0.5-5 equivalents. 
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As the phosphoric acid azide compound used in this step, any kind may be used as long as it 
produces compound (50) in the reaction of compound (49) and compound (H), but for example 
diethyl phosphoric acid azide, diphenyl phosphoric acid azide and the like may be proposed. 

As the base used in this step, any kind may be used as long as it produces compound (50) in the 
reaction of compound (49) and compound (H), but for example sodium hydride, cesium 
carbonate, sodium carbonate, potassium carbonate, potassium phosphate, potassium acetate, 
potassium t-butoxide, triethylamine and the like may be proposed. 

Reaction solvent used in this step is not restricted in particular providing that it does not hinder 
the reaction, for example toluene, tetrahydrofuran, methylene chloride, chloroform, 1,4-dioxane, 
benzene and the like may be proposed. 

The reaction temperature in this step is usually 0°C to reflux temperature of reaction solvent, 
preferably from room temperature to 1 50°C. 

Usually the reaction time in this step is 0.1-72 hours, preferably 30 minutes-12 hours. 

Compound (50) obtained in this way can be subjected to next step without being purified it made 
of or isolation to be isolated and purified by using well known separation and refinement means, 
for example concentration, vacuum concentration, crystallization, solvent extraction, 
reprecipitation, chromatography and the like. 

(Step 50). 

This step is process to produce aforesaid compound (40) by introducing nitro group into 
compound (50). The reaction in this step can be carried out by the same process as in the 
aforesaid step 29, a process based on this, or a combination of these and a conventional 
procedure. 

The compound (40) obtained in this way can be isolated and purified by using well known 
separation and refinement means, for example concentration, vacuum concentration, 
crystallization, solvent extraction, reprecipitation, chromatography and the like, or without being 
isolated and purified, and the compound in accordance with this invention (1-3) can be produced 
by the process of the aforesaid steps 40-43. 

Moreover, the amidation of compound (50) and compound (6), nitration and reduction from nitro 
group to amino group and cyclisation reaction can be carried out respectively by the same process 
as in the aforesaid step 5-1, step 13, step 3 and step 5-1, processes based on these, or processes 
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combining these and the conventional procedure* The elimination of Rp4 can be carried out by 
the process described above, (for example, Protective Groups in Organic Synthesis, T.W, Green, 
2nd edition, John Wiley and Sons, 1991), a process based on this, or a combination of these and a 
conventional procedure. 

The novel 2-heteroaryl substituted benzimidazole derivatives put forward by this invention can 
exist as pharmacologically acceptable salts, and, the aforesaid salts can be produced in 
accordance with conventional procedures using the compound (1-0) in accordance with this 
invention and compounds (M), (1-11), (1-12), (1-2), (1-11-0), (1-31), and (1-4) included in 
compound (1-0). 

In an embodiment, when the aforesaid compounds (1-0), (1-1), (1-1 1), (1-12), (1-2), (1-1 1-0), (1-31), 
and (1-4) have basic group originated from amino group, pyridyl group, and the like in the 
molecule, it can be converted to corresponding pharmacologically acceptable salt by treating the 
aforesaid compound with acid. 

As the aforesaid acid addition salt, the acid addition salts which are for example hydrohalide salt 
such as hydrochloride, hydrofluoride, hydrobromide, hydroiodide or the like, inorganic salt such 
as nitrate, perchlorate, sulfate, phosphate, carbonate or the like, lower alkyl sulfonate such as 
methanesulfonate, trifluoromethanesulfonate, ethanesulfonate or the like, aryl sulfonate such as 
benzensuplhonate, p-toluenesulfonate or the like, organic salt such as fumarate, succinate, citrate, 
tartrate, oxalate, maleate or the like and amino acid salt or the like such as glutamic acid salt, 
aspartate or the like may be proposed. Moreover, when the compound of this invention has acidic 
group in the aforesaid group, when for example carboxyl groups are contained, it can be 
converted to corresponding pharmacologically acceptable salt by treating the aforesaid compound 
with base. . 

As the aforesaid base addition salt, salts with alkali metal salt such as sodium, potassium and the 
like, alkaline earth metal salt such as calcium, magnesium and the like, ammonium salt, organic 
base such as guanidine, triethylamine, dicyclohexylamine and the like can be nominated. The 
compound of this invention may be present as free compound or arbitrary hydrate of salts thereof 
or solventate furthermore. 

For the production of drug for prevention or therapy of type II diabetes mellitus or diseases or 
symptoms related to this, the compound of formula (I) in accordance with this invention can be 
combined with carrier substance. 

The dosage of the compound of formula (1) in accordance with this invention for the therapy or 



©Rising Sun Communications Ltd. 



http://www* risings uru co. uk 



WO05-063738 



86 



Caution : Translation Standard is 
Post-Edited Machine Translation 



prevention of course changes according to the nature of the symptoms to be treated, specific 
compound selected and administration route. 

Moreover, it also changes according to the age, body weight and sensitivity of each patient 
Generally, the dosage per day as amount of single administration or a plurality of administrations, 
it is at least from about 0.001 mg to at most about 100 mg per 1 kg in weight and preferably it is 
from about 0.01 mg to about 50 mg per 1 kg in weight and is more preferably from about 0.1 mg 
to 10 mg. There may be a case wherein the dosage exceeding this range may be necessary. 

As example of appropriate dose of oral administration, as single dosing or plurality of 
administrations of 2-4 times per day, it is from at least about 0.01 mg to at most2.0 g. Preferably, 
the dose range is, with administration of once or twice per day, from about 1.0 mg to about 200 
mg. More preferably, the dose range is from about 10 mg to 100 mg by administration of once 
per day. 

When intravenous administration or oral administration is used, typical administration range is 
from about 0.001 mg to about 100 mg of compound of formula (I) per 1 kg in weight per day 
(preferably from 0.01 mg to about 10 mg), and more preferably, from about 0.1 mg to 10 mg of 
compound of fotmula (1) per 1 kg in weight per day. 

As described earlier, the medicinal composition includes compound of formula (I) and 
pharmacologically acceptable carrier. The term of "composition" includes, directly or indirectly a 
product formed by combining, compounding or aggregating two or more components, a product 
formed as a result of dissociation of one or more components, or a product formed as a results of 
interaction or other types of action between components, as well as active and inert components 
that constituting the carrier (including pharmaceutical^ acceptable excipients). 

A composition containing compound of formula (1) in a sufficient dose for therapy, prevention of 
type II diabetes mellitus or delaying of the onset thereof, in combination with pharmacologically 
permitted carrier, is preferred. 

In order to administer the effective amount of compound in accordance with this invention to 
mammal, more particularly to human, any appropriate administration route can be used. For 
example, oral, rectal, local, vein, eye, lung, nose or the like can be used. As example of 
administrative form, there are tablet, troche, powder, suspension, solution, capsule, cream, 
aerosol or the like, and the tablet for oral is preferred. 



For the preparation of oral composition, any kind of vehicle for ordinary drug can be used, and as 
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such example, there are for example water, glycol, oil, alcohol, flavor additive, preservation 
charges, coloring agent or the like. When a liquid composition for oral is prepared, for example 
suspension, elixir agent and solution are proposed, and as carrier, for example, starch, sugar, 
microcrystalline cellulose, diluent, granulating agent, lubricant, binding agent, disintegrating 
agent or the like are proposed, when solid body composition for oral is prepared, for example, 
powder, capsule, tablet or the like are proposed, wherein the solid body composition for oral is 
preferred. 

From ease of administration, tablet and capsule are the most useful oral administration forms. The 
tablet can be coated with normal aqueous or non-aqueous technique is possible in accordance 
with requirements. 

In addition to aforesaid usual administration forms, the compound in accordance with formula (I) 
can be administered by release controlling means and/or delivery apparatus in accordance with 
U.S. patent number 3,845,770, 3,916,899, 3,536,809, 3,598,123, 3,630,200 and 4,008,719. 

The medicinal composition suitable for oral administration in accordance with this invention may 
be capsule, cachets or tablets containing including active ingredient of pre-determined amount, as 
powder or granule, or as aqueous solution, non-aqueous liquid, water-in-oil emulsion oil-in-water 
emulsion, respectively. Such composition may be prepared using any process in pharmaceutics, 
but in all processes also include a process in which active ingredient and carrier formed from 1 or 
more essential components are united. 

Generally, active ingredient is mixed thoroughly and uniformly with liquid carrier or 
well-separated solid carrier or both, and thereafter, product is made into a suitable shape in 
accordance. with requirements, and thereby composition is prepared. For example, tablet is 
prepared by compression and molding, if necessary with 1 or more additional components. 
Compression tablet is mixed with binding agent, lubricant, inert excipient, surfactant or 
dispersant in accordance with requirements in a suitable machine and is prepared by compressing 
active ingredient in shape such as powder and granule or the like freely. 

Molded tablet is prepared by forming mixture of moistened compound of powder form and 
diluent of inert liquid in suitable machine. 

Preferably each tablet includes active ingredient in amount of about Img to lg, and each cachet or 
capsule includes active ingredient in amount of about lmg to 500 mg. 

Example of administrative form of drug of compound of formula (1) is as follows. 
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Tabic 1 

Suspension f or injection QM} 

Compound of formula (1) 10 mg/ml 

Methyl cellulose 5.0 mg/ml 

Tween80 0.5 mg/ml 

Benzyl alcohol 9.0 mg/ml 

Water used for injection is added to make 1.0 ml. 



Table 2 

Tablet 

Compound of formula (1) 
Methyl cellulose 
Tween80 

Benzyl alcohol 



25mg/tablet 
415mg/tablet 
14.0 mg/tablet 
43.5 mg/tablet 



Total 500 mg. 

Table 3 

Capsule 



Compound of formula (1) 
Lactose powder 
Magnesium stearate 



25 mg/capsule 
573.5 mg/capsule 
1.5 mg/capsule 



Total 600 mg 



Table 4 

Aerosol 



Compound of formula (1) 
Lecithin, NF Liq. Cone. 
Trichlorofluoromethane, NF 
Dichlorodifluoromethane. NF 



24 mg per container 
1.2 mg per container 
4.025 mg per container 
12.15 mg per container 



The compound of formula (1) may be used combined with other agents used not only for disease 
and symptoms of type 2 diabetes, but also in therapy of onset of 2 type diabetes mellitus, or its 
prevention or delay. The said other agent may be administered at the same time as compound of 
formula (1) or separately, by administration route or dose usually used. 

When the compound of formula (1) is used at the same time as 1 or more agent, the medicinal 
composition which included the compound of formula (I) and the other agent is preferable. 
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Accordingly, medicinal composition in accordance with this invention includes 1 or more other 
active ingredients in addition to compound of formula (1). Active ingredient used in combination 
with compound of formula (1), and administered separately or in the same medicinal composition, 
are not restricted to following examples. 

(a) , bisguanide (for example buformin, metformin, phenformin), 

(b) PPAR agonist (for example troglitazone, pioglitazone, rosiglitazone), 

(c) Insulin, 

(d) Somatostatin, 

(e) a-glucosidase inhibitor (for example Voglibose, miglitol, acarbose), 

(f) insulin secretion accelerating agent (for example acetohexamide, carbutamide, 
chlorpropamide, glibomuride, gliclazide, glimepiride, glipizide, gliquidone, glisoxepide, 
glyburide, glyhexamide, glypinamide, phenbutamide, tolazamide, tolbutamide, tolcyclamide, 
nateglinide, repaglinide), and 

(g) DPP-IV (dipeptidyl peptidase IV) inhibitor. 

Weight ratio of compound of formula (1) with respect to 2nd active ingredient varies within wide 
limits, and moreover, depends on the effective dose of each active ingredient Accordingly, for 
example, when compound of formula (1) is used in combination with PPAR agonist, weight ratio 
with respect to PPAR agonist of compound of formula (1) is generally about 1000:1 -1:1000 and 
is preferably about 200:1 - 1:200. The combination of compound of formula (1) and other active 
ingredient is in the aforesaid range, but in all cases, an effective dose of each active ingredient 
should be used. 

The glucokinase activity which compound represented by compound (1) in accordance with this 
invention shows, and test process thereof are shown in the following. 

The excellent glucokinase activation action that compound represented by the aforesaid formula 
(1) has can be measured by process in accordance with literature (for example, Diabetes Vol. 5 
No. 5, ppl671-1677, 1996) or method in accordance with it. 

Glucokinase activity is not measured by measuring glucose-6-phosphoric acid directly, but 
degree of activation of glucokinase is examined by measuring amount of Thio-N ADH produced 
when glucose-6-phosphoric acid dehydrogenase, which is reporter enzyme, produces 
phosphogluconolactone from glucose-6-phosphoric acid. 

The recombinant human liver used in this assay was expressed in E.coli as FLAG fusion protein 
and was refined with ANTIFLAG M2 AFFINITY GEL (Sigma). 
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The assay was carried out at 30°C using flat bottom 96-well plate. 69 \il of assay buffer (25mM 
Hepes Buffer: pH = 7.2, 2mM MgC12, ImM ATP, 0.5mM TNAD, ImM dithiothreitol) was 
discharged, and 1 |xl was added of DMSO solution of compound or DMSO control. Thereafter, 
enzyme mixture (FLAG-GK, 20U/mIG6PDH) 20 \xl cooled in ice is discharged, and thereafter, 
25 mM glucose 10 jil which is substrate is added, and reaction is started (final glucose 
concentration = 2.5 mM). 

After start of reaction, increase of absorbance of 405 nm was measured every 30 seconds for ten 
minutes, and the increment during the first five minutes was used, and evaluation of compound 
was carried out. FLAG-GK was added so that absorbance increment in the presence of 1 % 
DMSO after five minutes was between 0.05-0.1. 

OD was measured at each concentration of the evaluation compound, taking the OD value with 
DMSO control as 100 %. From OD value of each concentration, Emax (%) and EC50 (nM) were 
calculated, and used as index of GK activation ability of compound. 

GK activation ability of compound in accordance with this invention was measured by this 
method. The results thereof are shown in Table 1 (sic). 

Table 5 

(GK activation ability of the compounds of this invention! 

Compound number Emax (%) EC 5Q (fiM) 

Example 67 832 1.4 
Example 26 768 2.3 
Example 122 664; 1,9 

As shown in the aforesaid Table 1, the compounds in accordance with this invention have 
excellent GK activation ability, using Emax and EC50 index. 

Examples 

Hereinafter, this invention is described in greater detail by providing examples. However, this 
invention is not restricted in any way by these. 

Preparation Example 1 

10 pts. of compound of Production Example 1, heavy magnesium oxide 15 pts. and lactose 75 pts. 
are uniformly mixed and are made into powder in the form of fine granules or fine powder of 350 
micrometer or less. This powder is introduced into capsule container, and capsule is formed. 
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Preparation Example 2 

After uniformly mixing 45 pts. of compound of Production Example 1, starch 15 pts, lactose 16 
pts, crystalline cellulose 21 pts, polyvinyl alcohol 3 pts. and distilled water 30 pts, the mixture is 
pulverised and granulated, and dried, then sieved to make granules of diameter of 1410-177 \im. 

Preparation Example 3 

Granule is produced by same process as in Preparation Example 2, and thereafter, calcium 
stearate 3 pts. with respect to this granule 96 pts. is added, and it is compression-molded, and 
tablet of a diameter of 10 mm is produced. 

Preparation Example 4 

Crystalline cellulose 10 pts. and calcium stearate 3 pts. are added to 90 pts. of granules obtained 
by process of Preparation Example 2, and it is compression-molded, and it is formed into tablet 
of a diameter of 8 mm, thereafter, syrup gelatin - precipitated calcium carbonate mixed 
suspension is added to this, and sugar coated tablet is produced. 

Hereinafter, this invention will be described in greater detail using Preparation Example, 
Production Example, Reference Example. However, this invention is not restricted in any way by 
these. 

Thin layer chromatograph of the Example used Silicagel60F245(Merck) as plate and UV 
detector as detection method. Silica gel for as far as column was concerned, and, with 
WaKogelTM -300C (Wako Jyunyaku), LC-SORBTM SP-B-ODS(Chemco) or YMC-GELTM 
ODS-AQ120-S50 (Yamamura Institute for Chemical Research) was used as silica gel for reverse 
phase column. 
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Meaning of abbreviation in the following Examples is shown below. 

i-Bu: isobutyl 
n-Bu: n-butyl 
t-Bu: t-butyl 
Me: methyl 
Et: ethyl 
Ph: phenyl 

1- Pr: isopropyl 
n-Pr: n-propyl 

CDC13: deuterated chloroform 
CD30D: deuterated methanol 
DMSO-d6: heavy dimethyl sulphoxide 

Meaning of abbreviation in nuclear magnetic resonance spectrum is denoted as follows. 

s: singlet 

d: doublet 

dd; double doublet 

t: triplet 

m: multiplet 

br: broad 

q: quartet 

J: coupling constant 
Hz: Hertz. 

Example 1 

2- pvridin e-2-vl-5.6-bis (pvridine-3-vloxvVlH benzimidazole 
Stepl 

Synthesis of 3^2-fluoro-4-nitro-phenoxvVpvridine 

To dimethylformamide 20 ml solution of 3,4-difluoro nitrobenzene 3.18 g were added 

3- hydroxypyridine 2.09 g and potassium carbonate 5.52 g, and the reaction liquor was stirred at 
90°C for one hour. The reaction liquor was diluted with ethyl acetate, and it was washed 
successively with water, saturated aqueous sodium chloride solution, and thereafter dried with 
anhydrous magnesium sulphate. The solvent was eliminated by distillation under reduced 
pressure and the obtained residue was purified by silica gel column chromatography (eluent: 
hexane / ethyl acetate = 9/1) and the title compound was obtained. 

Step 2 
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Synthesis of 5-fluoro-2-nitro-4-(pvridine-3-vloxvVphenvlamine 

To 3-(2-fluoro-4-nitro-phenoxy)-pyridine 4.72 g dissolved in methanol 30 ml. 20 % palladium 
hydroxide-carbon catalyst 1.0 g was added, and the reaction liquor was stirred under a hydrogen 
atmosphere for five hours. After eliminating the catalyst by filtration, the solvent was eliminated 
by distillation under reduced pressure, and the crude product was obtained. To trifluoroacetic acid 
40 ml solution of the obtained crude product was added potassium nitrate 1.88 g, and the reaction 
liquor was stirred at room temperature overnight, and thereafter the solvent was eliminated by 
distillation under reduced pressure. The residue was diluted with ethyl acetate, and it was washed 
successively with saturated aqueous sodium bicarbonate and saturated aqueous sodium chloride 
solution, and thereafter was dried with anhydrous magnesium sulphate. 

The solvent was eliminated by distillation under reduced pressure and the obtained residue was 
purified by silica gel column chromatography (eluent: hexane / ethyl acetate = 4/1) and the title 
compound was obtained. 

Step 3 

Synthesis of 4.5-bis-fpvridine-3-vloxvVbenzene-L2-diamine 

To dimethylformamide 8 ml solution of 3-(2-fluoro-4-nitro-phenoxy)-pyridine 680 mg were 
added 3-hydroxypyridine 285 mg and potassium carbonate 829 mg, and the reaction liquor was 
stirred at 90°C for two hours. The reaction liquor was diluted with ethyl acetate, and it was 
washed successively with water, saturated aqueous sodium chloride solution, and thereafter was 
dried with anhydrous magnesium sulphate. The solvent was eliminated by distillation under 
reduced pressure and the obtained residue was purified by silica gel column chromatography 
(eluent: hexane / ethyl acetate = 1/1 -ethyl acetate) and the crude product was obtained: To 
ethanol 10 ml solution of the obtained crude product, developing Raney nickel catalyst 500 mg 
was added,. and the reaction liquor was stirred under a hydrogen atmosphere for two hours. The 
catalyst was eliminated by filtration, and the title compound was obtained by eliminating the 
solvent by distillation under reduced pressure. 

Step 4 

Production of 2-pvridine-2-vl-5.6-bis (pvridine-3-vloxvV 1 H-benzimidazole 
Pyridine-2-caiboxaldehyde 0.01 ml was added to nitrobenzene 0.3 ml solution of 
4,5-bis-(pyridine-3-yloxy)-benzene-l,2-diamine 30 mg at 120°C, and the reaction liquor was 
stirred at the same temperature for two hours. The reaction mixture was purified using reverse 
phase medium pressure liquid chromatography [ODS-AS-360-CC (made by YMC) mobile 
phase : water-acetonitrile-0.1% trifluoroacetic acid]. 

Solvent of the obtained fraction was eliminated by distillation under reduced pressure, and 
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thereafter, it was refined by preparative thin layer chromatography (KieseIgel™60F254, Art5744 
(Merck Co.), chloroform/methanol=20/l), and obtained the title compound as a yellow oily 
substance. 

1H-NMR (CDC13) 8 : 7.10-7.40 (4H, m), 7.28 (1H, s), 7.38 (1H, ddd, J = 1.2Hz, 4.8 Hz, 7.6 Hz), 
7.62 (1H, s), 7.87 (1H, td, J - 7.6Hz, 1.2 Hz), 8.12-8.40 (4H, m), 8.38 (1H, d, J « 7.6 Hz), 8.63 
(1H, d, J - 4.8 Hz), 10.8 (1H, brs). 
ES1-MS (m/e): 382 (M+H). 

Example 2 

S-f2>hvdroxvmethvl-ph enoxvV2-pvridine-2-vl-6-(pvridine-3-vloxvVlH-benzimidazole 
Using 5-fluoro-2>nitro-4-(pyridine-3-yloxy)-phenylamine obtained in Example 1 (Step 2) and 
2-hydroxymethyl-phenol, the title compound was obtained as a colourless solid by the same 
process as in Example 1, a process based on this or a combination of these with a normal 
procedure. 

1H-NMR (CDC13) 6 : 4.45 (2H, s), 6.76 (1H, d, J = 8.0 Hz), 7.04 (1H, t, J = 6.8 Hz), 7.08-7.30 
(5H, m), 7.30-7.43 (2H, m), 7.86 (1H, td, J = 8.0Hz, 2.4 Hz), 8.18-8.32 (1H, m), 8.22 (1H, s), 
7.36 (1H, d, J = 7.6 Hz), 8.62 (1H, d, J » 8.4 Hz), 10.54 (1H, brs). 
ESl-MS(m/e):411 (M+H). 

Example 3 

5-(2-(l-hvdroxv-ethviyp henoxvV2- 

Using 2-(l-hydroxy-ethyl)-phenol, the title compound was obtained as a colourless solid by the 
same process as in Example 2, a process based on this or a combination of these with a normal 
procedure. 

1H-NMR (CDC13) 6 : 1.25-1.34 (6H, m), 4.80-4.96 (1H, m), 7.76 (1H, dd, J = 4.4Hz, 8.0 Hz), 
7.02-7.34 (6H, m), 7,38 (1H, t, J = 6.4 Hz), 7.42-7.60 (1H, m), 7.87 (1H, td, J = 7.6Hz, 1.6 Hz), 
8.20-8.34 (2H, m), 8.39 (1H, d, J = 7.6 Hz), 8.60-8.64 (1H, m), 10.72 (1H, brs). 
ESI-MS (m/e): 425 (M+H). 

Example 4 

5-f2-acetvl -phenoxvV2-pvridine-2-vl-6-fpvridine-3-vloxvVlH-benzimidazole 
Using 2-acetyl-phenol, the title compound was obtained as colourless solid by the same process 
as in Example 2, a process based on this or a combination of these with a normal procedure. 
1H-NMR (CDC13) 6 : 2.22-2.50 (3H, m), 6.81 (1H, d, J = 8.4 Hz), 7.00-7.45 (4H, m), 7.45-7.95 
(5H, m), 8.20-8.35 (2H, m), 8-37 (1H, d, J = 7.6 Hz), 8.60-8.70/(lH, m), 10.49 (1H, brs). 
ESI-MS (m/e): 423 (M+H). 

Example 5 
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5-f2-cvaDO-phenoxvV2-pvridine-2-vl-6-fpvridine-3-vloxvVlH'benzimidazole 

Using 2-hydroxy-benzonitrile, the title compound was obtained as a straw-coloured solid by the 

same process as in Example 2, a process based on this or a combination of these with a normal 

procedure. 

1H-NMR (CDC13) 8 : 6.80 (1H, t, J = 8.0 Hz), 7.06 (1H, t, J = 7.6 Hz), 7.25-7.35 (2H, m), 
7.35-7.7471H, m), 7.56 (1H, d„ J - 7.6 Hz), 7.58-7.70 (1H, m), 7.87 (1H, t, J = 7.6 Hz), 
8.12-8.25 (1H, m), 8.31 (1H, brs), 8.38 (1H, d, J = 8.0 Hz), 8.58-8.68 (1H, m), 10.80-11.08 (1H, 
m). 

ESI-MS (m/e): 406 (M+H). 
Example 6 

5-f3-cvano-phenoxvV2-pvridine-2-vl-6-(pvridine-3-vloxyVlH-benzimidazole 
Using 3-hydroxy-benzonitrile, the title compound was obtained by the same process as in 
Example 2, a process based on this or a combination of these with a normal procedure. 
1H-NMR (CDC13) 5 : 7.02-7.08 (2H, m), 7.14 (1H, d, J - 7.5 Hz), 7.20 (1H, dd, J = 4.4Hz, 7.5 
Hz), 7.28-7.36 (3H, m), 7.39 (1H, t, J = 5.9 Hz), 7.42-7.52 (1H, m), 7.88 (1H, dt, J = 1.6Hz, 7.9 
Hz), 8.22 (1H, d, J = 3.6 Hz), 8.30 (1H, d, J = 3.6 Hz), 8.39 (1H, d, J = 7.9 Hz), 8.62 (1H, d, J = 
5.9 Hz). 

ESI-MS (m/e): 406 (M+H). 
Example 7 

5-f4-cvano-phenoxvV2-pvridine-2-vl-6-( , pvridine-3-vloxvVlH-benzimidazole 
Using 4-hydroxy-benzonitrile, the title compound was obtained by the same process as in 
Example 2, a process based on this or a combination of these with a normal procedure. 
1H-NMR (CDC13) 6 : 6.84 (2H, d, J = 7.0 Hz), 7.04-7.12 (1H, m), 7.12-7.26 (1H, m), 7.26-7.43 
(1H, m), 7.30-7.43 (1H, m), 7.51 (2H, d, J = 7.0 Hz), 7.44-7.76 (1H, .m), 7.78-7.90 (1H, m), 
8.12-8.21 (1H, m), 8.21-8.30 (1H, m), 8.30-8.40 (1H, m), 8.43-8.65 (1H, m), 10.88 (1H, brs). 
ESI-MS (m/e): 406 (M+H). 

Example 8 

5-f4-dimethvlcarbamovl-phenoxv)-2-pvridine-2-vl-6-(pvridine-3-vloxvVlH-benzimidazole 
Using 4-hydroxy-benzoic acid dimethyl amide, the title compound was obtained by the same 
process as in Example 2, a process based on this or a combination of these with a normal 
procedure. 

1H-NMR (CDC13) 6 : 3.00 (3H, brs), 3.08 (3H, brs), 6.83 (1H, d, J - 8.8 Hz), .6.86 (1H, d, J = 
8.8 Hz), 7.18-7.23 (2H, m), 7.26-7.36 (3H, m), 7.38-7.42 (1H, in), 7.61 (1H, d, J - 2.5 Hz), 7.89 
(1H, dd, J - 7.7, 7.7 Hz), 8.19-8.38 (2H, m), 8.36 (1H, d, J - 7.7 Hz), 8.63 (1H, d, J - 4.8 Hz) 
ESI-MS (m/e): 452 (M+H). 
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Example 9 

5-(4-meth anesulphonvI-phenoxvl2^ 

Using 4-methanesulphonyl-phenol, the title compound was obtained by the same method as in 
Example 2, a process based on this or a combination of these with a normal procedure. 
1H-NMR (CDC13) 6 : 3.40 (3H, s), 6.96 (2H, d, J = 8.8 Hz), 7.10-7.16 (1H, m), 7.17-7.25 (1H, 
m), 7.32 (1/2H, s), 7.38, (1/2H, s), 7.39-7.43 (1H, m), 7.65 (1/2H, s), 7.70 (1/2H, s), 7.83 (2H, dd, 
J = 8.8, 3.1 Hz), 7.90 (1H, ddd, J = 7.8, 7.8, 1.7 Hz), 8.23 (1H, brs), 8.32 (1H, brs), 8.39 (1H, d, J 
= 7.8 Hz), 8.65 (1H, d, J = 4.7 Hz), 10.84 (1H, brs). 
ESI-MS (m/e): 459 (M+H). 

Example 10 

5-<4-methoxvcarbonvl-phenoxvV2-pvridine-2^ 

Using 4-hydroxy-benzoic acid methyl ester, the title compound was obtained by the same process 
as in Example 2, a process based on this or a combination of these with a normal procedure. 
1H-NMR (CDC13) 6 : 3.88 (3H, s), 6.82 (2H, d, J = 8.8 Hz), 7.12 (1H, ddd, J = 8.6, 2.9, 1.5 Hz), 
7.18 (1H, dd, J = 8.6, 4.8 Hz), 7.28 (1H, brs), 7.32 (1H, brs), 7.87 (1H, ddd, J = 7.7, 7.7, 1.8 Hz), 
7.92 (2H, d, J = 8-8 Hz), 8.20 (1H, d, J = 2.9 Hz), 8.27 (1H, d, J - 4.8 Hz), 8.37 (1H, dd, J « 7.7, 
1.1 Hz), 8.61 (1H, dd, J « 5.1, 1.8 Hz), 10.80 (1H, brs) 
ESI-MS (m/e): 439 (M+H). 

Example 11 

5-(2-form vl-phenoxvV2-pvridine-2^ 

Using 2-hydroxy-benzaldehyde, the title compound was obtained as a straw-coloured solid by the 
same process as in Example 2, a process based on this or a combination of these with a normal 
procedure- 

1H-NMR (CDC13) b : 6.80 (1H, d, J = 8.4 Hz), 6.92-7.58 (6H, m), 7.83 (1H, d, J = 8.0 Hz), 7.87 
(1H, td, J = 7.6Hz, 1.2 Hz), 8.12-8.34 (3H, m), 8.39 (1H, d, J = 8.4 Hz), 8.55-8.67 (1H, m), 10.06 
(lH,s) 

ESI-MS (m/e): 409 (M+H). 
Example 12 

5-(2-carboxv-phenoxvV2-Dvridine-2-vl-6-rpvridine-3-vloxvVlH-benzimidazole 
Using 2-hydroxybenzoic acid, the title compound was obtained by the same process as in 
Example 2, a process based on this or a combination of these with a normal procedure. 
1H-NMR(CD30D) 6 : 6.83 (2H, d, J = 8.8 Hz), 7.31 (1H, ddd, J - 8.6, 2.9, 1.5 Hz), 7.34 (1H, 
ddd, J = 8.6, 4.8, 0.7 Hz), 7.48 (1H, dd, J = 7.7, 4.8 Hz), 7.54 (1H, s), 7.56 (1H, s), 7.92 (2H, d, J 
= 8.8 Hz), 7.96 (1H, ddd, J = 7.7, 7.7, 1.5 Hz), 8.9 (1H, dd, J = 2.9, 0.7 Hz), 8.20 (1H, dd, J = 4.8, 
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1.5 Hz), 8.27 (1H, d, J - 7.7 Hz), 8.72 (1H, d, J = 4.8 Hz). 
ESI-MS (m/e): 425 (M+H). 

Example 13 

5-(2-methvl-pvridin-5-vl sulphanvD-2-pvridine-2-vl- 6-(pvridine-3- vloxvVlH- benzimidazole 
Using 6-methyl-pyridine-3-thiol, the title compound was obtained by the same process as in 
Example 2, a process based on this or a combination of these with a normal procedure. 
1H-NMR (CDC13) 6 : 2.53 (3H, s), 7.05 (1H, d, J - 7.6 Hz), 7.05, 7.36 (tautomer, 1H, s), 
7.12-7.24 (2H, m), 7.32-7.36 (1H, m), 7.44, 7.76 (tautomer, 1H, s), 7.50-7.56 (1H, m), 7.83 (1H, t, 
J = 8.0 Hz), 8.26-8.36 (3H, m), 8.45 (1H, s), 8.56 (1H, d, J = 4.4 Hz), 11.28-11.40, 11.40-11.50 
(tautomer, 1H, brs). 
ESI-MS (m/e): 412 (M+H). 

Example 14 

5-( , 2-ethoxvcarbonvl-phenoxvV6-( , 4-methanesulphonvl-phenoxvV2-pvridine-2-vl-lH- 
benzimidazole 

4- methanesulphonyl-phenol and 2-hydroxybenzoic acid ethyl ester were successively used, and, 
by the same process as in Example 1, a process based on this or a combination of these with a 
normal procedure, the title compound was obtained. 

1H-NMR (CDC13) 6 : 1.19 (3H, t, J = 7.0 Hz), 3.03 (3H, s), 4.14 (2H, q, J = 7.0 Hz), 6.87 (1H, 
dd, J = 7.4, 6.3 Hz), 7.00 (2H, dd, J = 9.0, 2.2 Hz), 7.10-7.17 (1H, m), 7.14 (1/2H, brs), 7.32 
(1/2H, brs), 7.37-7.43 (2H, m) 7.49 (1/2H, brs), 7.67 (1/2H, brs), 7.81 (2H, dd, J = 9.0, 2.2 Hz), 
7.82-7.90 (2H, m), 8.36-8.40 (1H, m), 8.62-8.64 (1H, m), 10.85 (1H, brs). 
ESI-MS (m/e): 530 (M+H). 

Example 15 

5- (2-dimetfoylcarbamovl-phenoxy^-6-M-m 
benzimidazole 

4-fluoro-5-(4-methanesulphonyl-phenoxy)-2-nitro-phenylamine obtained in Example 14 and 
2-hydroxybenzoic acid dimethyl amide were successively used, and, by the same process as in 
Example 14, a process based on this or a combination of these with a normal procedure, the title 
compound was obtained. 

1H-NMR (CDC13) & : 2.58-3.06 (9H, m), 6.83 (1/3H, d, J = 8.6 Hz), 6.86 (2/3H, d, J - 8.4 Hz), 
7.02-7.11 (3H, m), 7.12-7.18 (2H, m), 7.12-7.18 (1/2H, m), 7.23-7.33 (1H, m), 7.23-7.33 (1/2H, 
m), 7.36-7.40 (1H, m), 7.58 (1/3H, s), 7,64 (2/3H, s), 7.83-7.90 (3H, m), 8.34-8.38 (1H, m), 
8.62-8.64 (1H, m), 10.58 (2/3H, brs), 10.61 (1/3H, brs) 
ESI-MS (m/e): 529 (M+H). 
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Example 16 

5-f2-metfaoxv-phenoxvV6-f4-methanesulphonvl"DhenoxvV2-pvridine-2-vl>lH -benzimidazole 
Using 2-methoxy-phenol, the title compound was obtained by the same process as in Example 15, 
a process based on this or a combination of these with a normal procedure. 
1H-NMR (CDC13) 6 : 3.03 (3H, s), 3.69 (3H, s), 6.87-6.95 (3H, m), 7.00 (1/2H, s), 7.08 (2H, dd, 
J = 8.9, 2.8 Hz), 7.08-7.38 (1H, m), 7.31 (1/2H, s), 7.35 (1/2H, s), 7.35-7.38 (1H, m), 7.64 (1/2H, 
s), 7.83 (2H, dd, J = 8.9, 2.8 Hz), 7.87 (1H, dd, J - 7.8, 1.6 Hz), 8.33-8.38 (1H, m), 8.60-8.62 (1H, 
m), 10.62 (l/2H,brs), 10.73 (l/2H,brs). 
ESI-MS (m/e): 488 (M+H). 

Example 17 

5-f2-cvano-phenoxvV2-Dvridine-2-vl-6-(4-methanesulphonvl-phenoxvVlH-benzimida2ole 
Using 2-hydroxy-benzonitrile, the title compound was obtained as a colourless solid by the same 
process as in Example 15, a process based on this or a combination of these with a normal 
procedure. 

1H-NMR (CDC13) 6 : 6.78 (1H, d, J = 8.4 Hz), 6.86 (2H, t, J = 9.6 Hz), 7.09 (1H, dd, J = 8.4Hz, 
12.8 Hz), 7.37-7.55 (4H, m), 7.62-7.92 (4H, m), 8.40 (1H, d, J = 8.4 Hz), 8.64 (1H, d, J - 4.0 
Hz). 

ESI-MS (m/e): 483 (M+H). 
Example 18 

5-f4-dimet hvlcarbamovl-phenoxvV6-phenoxv-2-pvridine-2-vl>lH-benzimidazole 
4-hydroxybenzoic acid dimethyl amide and phenol were successively used, and, by the same 
process as in Example 1, a process based on this or a combination of these with a normal 
procedure, the title compound was obtained. 

1H-NMR (CDC13) 8 : 2.99 (3H, brs), 3.07 (3H, brs), 6.85-6.88 (4H, m), 6.97-7.14 (1H, m), 
7.21-7.27 (3a m), 7.31-7.37 (3H, m), 7.55 (1/2H, brs), 7.61 (1/2H, brs), 7.84 (1H, ddd, J - 7.7, 
7.7, 1.5 Hz), 8.35 (1H, d, J - 7.7 Hz), 8.61 (1H, brs), 10.48 (1/2H, brs), 10.51 (1/2H, brs). 
ESI-MS (m/e): 451 (M+H). 



benzimidazole 

Using 4-fluoro-5-(4^methylcarbamoyl-phenoxy)-2-nitro-phenylamine obtained in Example 18 
and 4-methylmercapto-phenol, the title compound was obtained by the same process as in 
Example 1, a process based on this or a combination of these with a normal procedure. 



1H-NMR (CDC13) 8 : 2.44 (3H, s), 2.99 (3H, brs), 3.07 (3H, brs), 6.81 (2H, d, J = 8.4 Hz), 6.87 
(2H, d, J = 8.4 Hz), 7.18 (2H, d). 



Example 19 

5-f4-dimethvlcarbamovl-phenoxv)-6-( r 4-methvl 



sulfanvl-phenoxvV2-pvridine-2-vl- 1 H- 
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ESI-MS (m/e): 497 (M+H). 
Example 20 

5-(4-dimethvlcarbamovl-phenoxvV6-(2-me 
benzimidazole 

Using 2-methanesulphonyl-phenol, the title compound was obtained by the same process as in 
Example 19, a process based on this or a combination of these with a normal procedure. 
1H-NMR (CDC13) 6 : 2.94 (3/2H, s), 2.99 (3H, brs), 3.03 (3/2H, brs), 3.08 (3H, brs), 6.88-6.93 
(3H, m), 7.15-7.22 (1H, m), 7.24 (1/2H, s), 7.34-7.42 (3H, m)) 7.39 (1/2H, s), 7.45-7.52 (1H, m), 
7.64 (1/2H, s), 7.70 (1/2H, s), 7.86-7.90 (1H, m), 8.00 (1H, d, J = 7.8 Hz), 8.38 (1H, d, J = 7.8 
Hz), 8.65 (1H, d, J = 3.9 Hz), 10.72 (1H, brs). 
ESI-MS (m/e): 529 (M+H). 

Example 21 

5-(4-dimethvlcarbamovl-phenoxvV6-f4-methanesulphonvl-phenoxvV2-pvridine-2-vl-lH- 
benzimidazole 

Using 4-methanesulphonyl-phenol, the title compound was obtained by the same process as in 
Example 1 9, a process based on this or a combination of these with a normal procedure. 
1H-NMR (CDC13) 6 : 3.00 (3H, brs), 3.03 (3H, s), 3.08 (3H, brs), 6.81 (2H, d, J = 8.1 Hz), 6.95 
(2H, d, J = 8.4 Hz), 7.26 (1/2H, brs), 7.32 (2H, d, J = 8.1 Hz), 7.39 (1H, dd, J - 7.7, 4.9 Hz), 7.64 
(1/2H, brs), 7.66 (1/2H, brs), 7.79 (2H, d, J = 8.4 Hz), 7.87 (1H, ddd, J = 7.7, 7.7, 1.8 Hz), 8.37 
(1H, d, J = 7.7 Hz), 8.63 (1H, d, J = 4.9 Hz), 10.77 (1H, brs). 
ESI-MS (m/e): 529 (M+H). 

Example 22 

5-(4-dimetfavlcarbamoyl-phenoxyV6-(4-methoxv-phenoxv)-2-pvridine-2-vl-lH- benzimidazole 
Using 4-methoxy-phenol, the title compound was obtained by the same process as in Example 19, 
a process based on this or a combination of these with a normal procedure. 
1H-NMR (CDC13) 6 : 3.00-3.07 (6H, m), 3.76 (3/2H, s), 3.77 (3/2H, s), 6.74-6.86 (4H, m), 6.91 
(2H> d, J = 8.4 Hz), 7.05 (1/2H, brs), 7.19 (1/2H, bn>), 7.32-7.36 (1H, m), 7.35 (2H, d, J = 8.4 Hz), 
7.43 (1/2H, .brs), 7.58 (1/2H, brs), 7.83 (1H, dd, J = 7.7, 7.7 Hz), 8.33 (1H, dd, J - 7-7,317 Hz), 
8.58-8.61 (1H, m), 10.58 (1/2H, brs), 10.79 (1/2H, brs). 
ESI-MS (m/e): 481 (M+H). 

Example 23 

5-( , 4-dimethvlcarbamovl-phenoxvV2-pvridine-2-vl-6-( F pyridine-2-vloxvVlH- benzimidazole 
ditrifluoroacetic acid salt 

Using 2-hydroxypyridine, the title compound was obtained as yellow solid by the same process 
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as in Example 19, a process based on this or a combination of these with a normal procedure. 
1H-NMR(CD30D) 5 : 6.93-7.13 (4H, m), 7.37-7.45 (2H, m), 7.41 (lHxl/2, s), 7.56 (lHxl/2, s), 
7.64 (lHxl/2, s), 7.67-7.75 (1H, m), 7.77-7.84 (1H, m).7.81 (lHxl/2, s), 8.02-8.06 (1H, m), 
8.12-8.20 (1H, m), 8.27-8.33 (1H, m), 8.82-8.87 (1H, m). 
ES1-MS (m/e): 452 (M+H). 

Example 24 

5-f4-dimethvlcarbamovl-phenoxvV6-f2-ethoxvcarbonvl-phenoxvV2-pvridine-2-vl-lH 
-benzimidazole 

Using 2-hydroxybenzoic acid ethyl ester, the title compound was obtained by the same process as 
in Example 19, a process based on this or a combination of these with a normal procedure. 
1H-NMR (CDC13) 8 : 1.20 (3H, t, J = 7.0 Hz), 3.01 (3H, brs), 3.07 (3H, brs), 4.17 (2H, q, J = 7.0 
Hz), 6.80-6.91 (3H, m), 7.08-7.14 (1H, m), 7.12 (1/2H, brs), 7.18 (1/2H, brs), 7.26-7.41 (4H, m) 
7.49 (1/2H, brs), 7.61 (1/2H, brs), 7.84-7.87 (2H, m), 8.34-8.38 (iH, m), 8.61-8.62 (1H, m), 
10.85 (1/2H, brs), 10.95 (1/2H, brs). 
ESI-MS (m/e): 523 (M+H). 

Example 25 

5-f 2-dimethvlcarbamovl-phenoxvV6-f 4-dimethvlcarbamovl-phenoxvV2-pvridine-2-vl- 1 H- 
benzimidazole 

Using 2-hydroxybenzoic acid dimethyl amide, the title compound was obtained as straw-coloured 
solid by the same process as in Example 19, a process based on this or a combination of these 
with a normal procedure. 

1H-NMR (CDC13) 6 : 2.64-3.08 (12H, m), 6.81 (1/2H, s), 6.85 (1/2H, s), 6.94 (1H, dd, J = 8.8, 
2.7 Hz), 7.08 (1/2H, s), 7.12 (1/2H, s), 7.21 (1/2H, s), 7.24 (1/2H, s), 7.25-7.29 (2H, m), 
7.30-7.34 (IH, m), 7.35-7.53 (2H, m), 7.59 (1H, d, J = 3.1 Hz), 7.83-7.88 (1H, m), 8.33-8.38 (1H, 
m), 8.63 (IH, d, J - 4.9 Hz), 10.52 (IH, bra) 
ESI-MS (m/e): 522 (M+H). 

Example 26 

5-(2-aceWl-phenoxv^-6-(4-dimethvlcarbamovl-phenoxvV2-pvridine-2-vl-lH-benzimidazole 
Using 2-acetyl-phenol, the title compound was obtained by the same process as in Example 19, a 
process based on this or a combination of these with a normal procedure. 

1H-NMR (CDC13) 8 : 2.36 (3/2H, s), 2.40 (3/2H, s), 3.00 (3H, brs), 3.08 (3H, brs), 6.76-6.84 (3H, 
m), 7.05-7.11 (IH, m), 7.15-7.25 (IH, m), 7.26-7.28 (IH, m), 7.32-7.35 (2H, m), 7.38-7.42 (IH, 
m), 7.63 (1/2H, s), 7.68 (1/2H, s), 7.78 (IH, d, J = 7:4 Hz), 7.86-7.90 (IH, m), 8.39 (IH, d, J = 
7.0 Hz), 8.65 (IH, s), 10.73 (lHxl/2, brs), 10.88 (lHxl/2, brs). 
ESI-MS (m/e): 493 (M+H). 
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Example 27 

5-(4-acetvl-phenoxvV6-(4-dimethvlc 

Using 4-acetyl-phenol, the title compound was obtained by the same process as in Example 19, a 
process based on this or a combination of these with a normal procedure. 

1H-NMR (CDC13) 5 : 2.55 (3H, s), 2.98 (3H, brs), 3.09 (3H, brs), 6.70-6.90 (4H, m), 7.23 (1/2H, 
s), 7.34 (1/2H, s), 7.26 (1/2H, s), 7.33-7.35 (2H, m), 7.38-7.42 (1H, m), 7.65 (1/2H, s), 7.68 
(1/2H, s) 7.86-7.91 (3H, m), 8.40 (1H, d, J = 7.8 Hz), 8.65 (1H, d, J = 3.5 Hz) 10.85 (1/2H, brs), 
10.95 (1/2H, brs). 
ESI-MS (m/e): 493 (M+H). 

Example 28 

5-( 2-cvano-phenox vV2-pvridine-2- vl-6-f 4-c vano-phenoxvV 1 H-benzimidazole 

2- hydroxy-benzonitrile and 4-hydroxy-benzonitrile were successively used, and the title 
compound was obtained as a colourless solid by the same method as in Example 1, a process 
based on this or a combination of these with a normal procedure. 

1H-NMR (CDC13) 5 : 6.80 (1H, t, J = 8.8 Hz), 6.86 (1H, d, J = 8.8 Hz), 6.89 (1H, d, J = 8.8 Hz), 
7.08 (1H, td, J - 7.6Hz, 74 Hz), 7.34-7.47 (3H, m), 7.47-7.58 (3H, m), 7.67 (1H, d, J = 5.2 Hz), 
7.88 (1H, t, J = 7.6 Hz), 8.38 (1H, d, J = 7.6 Hz), 8.65 (1H, d, J = 4.0 Hz), 10.58 (1H, brs) 
ESI-MS (m/e): 430 (M+H). 

Example 29 

5-(2-cyanO"phenoxy)-2-pvridine-2-vl-6-f3-cyano-phenoxyVlH-benzimidazole 

Using 4-fluoro-5-(2-cyano-phenoxy)-2-nitro-phenylamine obtained in Example 28 and 

3- hydroxy-benzonitrile, the title compound was obtained as a brown solid by the same process as 
in Example 28, a process based on this or a combination of these with a normal procedure. 
1H-NMR (CDC13) 5 : 6.93-6.84 (1H, m), 6.96-7.12 (3H, m), 7.27-7.38 (3H, m), 7.38-7.48 (2H, 
m), 7.54 (1H, dd, J = 1.6Hz, 7.6 Hz), 7.68 (1H, d, J = 13.2 Hz), 7.89 (1H, t, J = 7.6 Hz) 8.42 (1H, 
d,J = 7.6Hz),8.65(lH,s). 

ESI-MS (m/e): 430 (M+H). 

Example 30 

5-(2-cvano-phenoxvV2-pvridine-2-vl-6-(4-( r 2-hvdroxven3vlVphenoxvVlH-benzimidazol ■ 

monotrifluoroacetic acid salt 

Using 4-hydroxyethyl-phenol, the title compound was obtained as a brown solid by the same 
process as in Example 29, a process based on this or a combination of these with a normal 
procedure. 

1H-NMR(CD30D) 6 : 2.78 (2H, t, J = 7.0 Hz), 3.72 (2H, t, J = 7.0 Hz), 6.83 (2H, d, J - 8.6 Hz), 
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6.94 (1H, d, J = 8.6 Hz), 7.19-7.21 (3H, m), 7.41 (Iff, s), 7.56 (1H, t, J = 8.6 Hz), 7.63-7.73 (3H, 
m), 8.1 1 (1H, t, J = 7.8 Hz), 8.26 (1H, d, J = 7-8 Hz), 8.85 (1H, d, J = 4.7 Hz). 
ESI-MS (m/e): 449 (M+H). 

Example 31 

5^4-cvan o-phenoxvV2-pvridine-2-vl-6-(l-oxv-Dvridine-3-vloxvVlH-beiizimidazole 
l-oxy-pyridin-3-ol and 4-cyano-phenol were successively used, and, by the same process as in 
Example 1, a process based on this or a combination of these with a normal procedure, the title 
compound was obtained. 

1H-NMR (CDC13) 8 : 6.86-6.90 (2H, m), 7.11 (1/2H, ddd, J - 7.3, 2.8, 1.5 Hz), 7.13 (1/2H, ddd, 
J = 7.3, 2.8, 1.5 Hz), 7.18 (1/2H, dd, J = 7.3, 4.8 Hz), 7.20 (1/2H, dd, J = 7.3, 4.8 Hz), 7.36-7.41 
(1H, m), 7.37 (1/2H, s), 7.44 (1/2H, s), 7.48-7.57 (3H, m), 7.60 (1/2H, s), 7.66 (1/2H, s), 8.20 
(1/2H, d, J = 2.8 Hz), 8.21 (1/2H, d, J = 2.8 Hz), 8.30 (1/2H, dd, J = 4.8, 1.5 Hz), 8.32 (1/2H, dd, 
J = 4.8, 1.5 Hz), 8.37 (1H, d, J = 7.0 Hz), 8.65-8.70 (1H, m). 
ESI-MS (m/e): 422 (M+H). 

Example 32 

Production of 2-pvrazine-2-vl-5.6-bis (pvridine-3-vloxvVlH-benzimida2ole 
To pyridine 1 ml solution of 4,5-bis-(pyridine-3-yloxy)-benzene-l,2-diamine 15 mg obtained in 
Example 1 (Step 3) were added pyrazine-2-carboxyiic acid 7.7 mg and 
l-(3-dimethylaminopropyl)-3-ethyl carbodiimide • monohydrochloride 20 mg, and the reaction 
liquor was stirred at room temperature overnight The reaction liquor was diluted with ethyl 
acetate, and it was washed successively with saturated aqueous sodium bicarbonate, water and 
saturated aqueous sodium chloride solution, and thereafter was dried with anhydrous sodium 
sulphate. The solvent was eliminated by distillation under reduced pressure, and the obtained 
residue was suspended in phosphorus oxychloride 1 ml, and the reaction liquor was stirred at 
100°C overnight Phosphorus oxychloride was eliminated by distillation under reduced pressure 
and thereafter, it was diluted with ethyl acetate, washed successively with saturated aqueous 
sodium bicarbonate, saturated aqueous sodium chloride solution and thereafter, dried with 
anhydrous sodium sulphate. The solvent was eliminated by distillation under reduced pressure, 
and the residue was refined by preparative thin layer chromatography (Kieselgel™60F 2 s4, 
Art5744 (Merck Co.), chloroform/methanol= 15/1 +0.1 % ammonia water), and obtained the title 
compound as yellow solid. 

1H-NMR (CD30D) b : 7.20-7.82 (6H, m), 8.1 1 (2H, s), 8.20-8.28 (2H, m), 8.67 (1H, s), 8.75 (1H, 

s),9.47(lH,s) 

ESI-MS (m/e): 383 (M+H). 

Example 33 
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5>(4»methaoesulphonvI-pheDoxvV2-pvra2ine-2-vl-6-fpvridine>3'Vloxv)'lH-benzimidazole 
Using 4^4-methanesulphonyl-phenoxy)-5-(pyridine-3-yloxy)-benzene-l,2-diamine obtained in 
Example 9, the title compound was obtained by the same process as in Example 32, a process 
based on this or a combination of these with a normal procedure. 

1H-NMR (CDC13) 6 : 2.91 (3H, s), 3.04 (3H, d, J = 1.6 Hz), 6.96 (2H, d, J = 9.0 Hz), 7.14-7.18 
(1H, m), 7.19-7.25 (1H, m), 7.35 (1/2H, s), 7.41 (1/2H, s), 7.68 (1/2H, s), 7.73 (1/2H, s), 7.84 (2H, 
dd, J = 9.0, 1,6 Hz), 8.24 (1H, dd, J = 7.1, 2.7 Hz), 8.32-8.35 (1H, m), 8.59-8.62 (1H, m), 8.69 
(1H, d, J = 2.5 Hz), 9.63-9.64 (1H, m), 10.91 (lHxl/2, brs), 10.8 (lHxl/2, brs). 
ESI-MS (m/e): 460 (M+H). 

Example 34 

5-f4-dimethvlcarbamovl-phenoxv)-6-f2-meAanesulphonvl-phenoxvV2-pvrazine-2-vl-lH- 
benzimidazole 

Using 4-(4-dimethylcarbamoyl-phenoxy)-5-(2-methanesulphonyl -phenoxy)- benzene- 1,2- 
diamine obtained in Example 20, the title compound was obtained by the same process as in 
Example 32, a process based on this or a combination of these with a normal procedure. 
1H-NMR (CDC13) 6 : 2.95 (3/2H, s), 2.99 (3H, bn>), 3.05 (3/2H, brs), 3.08 (3H, brs), 6.80-6.91 
(3H, m), 6.89-6.95 (3H, s), 7.17-7.24 (1H, m), 7.20 (1/2H, s), 7.35-7.39 (2H, m), 7.35-7.39 (1/2H, 
m), 7.46-7.54 (1H, m), 7.66 (1/2H, s), 7.70 (1/2H, s), 8.02 (1H, d, J = 7.8 Hz), 8.60 (1H, d, J = 
2.4 Hz), 8.67 (1H, dd, J = 2.4, 2.0 Hz), 9.61 (1H, d, J = 2.0 Hz), 10.65 (1/2H, brs), 10.74 (1/2H, 
brs). 

ESI-MS (m/e): 530 (M+H). 
Example 35 

5-f2-cvano-phenoxvV2-pvrazine-2-vl-6-(4-methanesutehonvl-phenoxvVlH-benzimidazole 
Using 4-(2 : cyano-phenoxy)-5-(4-methanesulphonyl-phenoxy)-benzene-l,2-diamine obtained in 
Example 17, the title compound was obtained as a brown solid by the same process as in 
Example 32, a process based on this or a combination of these with a normal procedure. 
1H-NMR (CD30D) 6 : 3.09 (3H, s), 6.91 (1H, d, J - 7.8 Hz), 6.96-7.00 (2H, m), 7.15 (1H, td, J = 
7.6Hz, 1:0 Hz), 7.54-7.58 (1H, m), 7.64 (1H, dd, J « 1.6Hz, 7.8 Hz), 7.72 (2H, d, J = 3.5 Hz), 
7.87 (2H, d, J - 8.6 Hz), 8.77 (1H, d, J.= 2.7 Hz), 8.81-8.85 (1H, dd, J = 1.6Hz, 2.7 Hz), 8.52 (1H, 
d, J = 1.6 Hz). 
ESI-MS (m/e): 484 (M+H). 

Example 36 

5-(2-methoxv-phenoxvV6-(4-methanesulphonvl-phenoxvV2-pvrazine-2-vl-lH- benzimidazole 
Using 4-(2-methoxy-phenoxy)-5-(4-methanesulphonyl-phenoxy)-benzene-l ,2-diamine obtained 
in Example 16, the title compound was obtained by the same process as in Example 32, a process 
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based on this or a combination of these with a normal procedure. 

1H-NMR (CDC13) 6 : 3.04 (3H, s), 3.71 (3H, d, J = 3.1 Hz), 6.86-6.97 (3H, m), 7.00 (1/2H, s), 
7.06-7.14 (3H, m), 7.34 (1/2H, s), 7.36 (1/2H, s), 7.68 (1/2H, s), 7.85 (2H, dd, J = 9.0, 3.1 Hz), 
8.56-8.59 (1H, m), 8.65 (1H, dd, J = 4.3, 2.7 Hz), 9.57-9.61 (1H, m), 10.24 (lHxl/2, brs), 10.34 
(lHxl/2, brs). 

ESI-MS (m/e): 489 (M+H). 
Example 37 

5-(4-dimethvIcarbamovl-phenoxvV6-(2-methanesulphonvl-phenoxvV2-thiazol-2-vl-lH- 
benzimidazole 

Using thiazole-2-carboxaldehyde and 4-(4-dimethylcaibamoyl-phenoxy)-5-(2- 
methanesulphonyl-phenoxy)-benzene-l,2-diamine obtained in Example 20, the title compound 
was obtained by the same process as in Example 1 (Step 4), a process based on this or a 
combination of these with a normal procedure. 

1H-NMR(CDC13) 6 : 2.94 (3/2H, s), 2.96 (3H, bis), 3.05 (3/2H, brs), 3.08 (3H, brs), 6.87-6.93 
(3H, m), 7.13 (1/2H, brs), 7.16-7.23 (1H, m), 7.34-7.38 (2H, m), 7.45-7.53 (1H, m), 7.51 (1/2H, 
brs), 7.54-7.56 (1H, m), 7.62 (1/2H, s), 7.66 (1/2H, s), 7.94 (1H, d, J = 3.1 Hz), 8.01 (1H, dd, J = 
7.8, 1.6 Hz). 

ESI-MS (m/e): 535 (M+H). 
Example 38 

5-(2-cvano -phenoxvV2-pvridazine-3-vl-6-f4-methanesulphonvl-phenoxvVlH- benzimidazole 
To N-methylpyrrolidone 0.3 ml solution of 4-(2-cyano-phenoxy)-5-(4- 
methanesulphonyl-phenoxy)-benzene-l,2-diamine 15 mg obtained in Example 17 were added 
successively pyridazine-3-carboxylic acid 3.3 mg, l-hydroxybenzotriazole 15 mg and 
l-(3-dimethylaminopropyl)-3-ethyl carbodiimide • monohydrochloride 15 mg, and the reaction 
liquor was stirred at room temperature overnight The reaction liquor was diluted with ethyl 
acetate and was washed using saturated aqueous sodium bicarbonate, and thereafter the solvent 
was eliminated by distillation under reduced pressure. The obtained residue was dissolved in 
N-methylpyrrolidone 0.2 ml, and trifluoromethanesulfonic acid triytterbium salt 5 mg was added, 
and the reaction liquor was stirred at 140°C overnight. The reaction mixture was purified using 
reverse phase medium pressure liquid chromatography [ODS-AS-360-CC (made by YMC) 
mobile phase: water-acetonitrile-0.1 % trifluoroacetic acid]. By eliminating the solvent of the 
obtained fraction under reduced pressure, the title compound was obtained as a brown solid. 
1H-NMR(CD30D) 6; 3.10 (3H, s), 6.92 (1H, d, J = 7.6 Hz), 6.99 (2H, d, J = 8.6 Hz), 7.20 (1H, t, 
J - 7.6 Hz), 7.58 (1H, t, J - 7.6 Hz), 7.64 (1H, d, J = 7.6 Hz), 7.70-7.80 (2H, m), 7.87 (2H, d, J « 
8.6 Hz), 7.96-8.02 (1H, m), 8.58 (1H, brs), 9.36 (1H, brs). 
ESI-MS (m/e): 484 (M+H). 
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Example 39 

5-( 2-cvano-phenoxvV2-f 1 .2.5"|- thiadiazol-3-vl-6-( 4-methanesulphonvl -phenoxvV 1 H- 
benzimidazole 

Using [l,2,5]-thiadiazole-3-carboxylic acid, the title compound was obtained as a brown solid by 
the same process as in Example 38, a process based on this or a combination of these with a 
normal procedure. 

1H-NMR(CD30D) b : 3.09 (3H, s), 6.90 (1H, d, J = 7.8 Hz), 6.98 (2H, d, J = 8.6 Hz), 7.19 (1H, t, 
J = 7.7 Hz), 7.56 (1H, t, J = 7.8 Hz), 7.64 (1H, d, J = 7.8 Hz), 7.72 (1H, s), 7.73 (1H, s), 7.87 (2H, 
d, J =8.6 Hz), 9.39 (1H, s). 
ESI-MS (m/e): 490 (M+H). 

Example 40 

5>(2-cvano>phepoxvV2^2H-flJ3VtriazoM-vlV6-f4-methanesulphonvl-phenoxvVlH- 
benzimidazole 

Using 2H-[l,2,3]-triazole-4-carboxylic acid, the title compound was obtained as a brown solid by 
the same process as in Example 38, a process based on this or a combination of these with a 
normal procedure. 

1H-NMR(CD30D) 6 : 3.12 (3H, s), 6.91 (1H, d, J = 7.6 Hz), 6.98 (2H, d, J = 8.6 Hz), 7.20 (1H, t, 
d, J = 7.6 Hz), 7.70 (1H, d, J = 2-7 Hz), 7.87 (2H, d, J = 8.6 Hz), 8.52 (1H, brs). 
ESI-MS (m/e): 473 (M+H). 

Example 41 

5-(2-cvano-phenoxvV2-furazane-3-vl ^ 

Using furazane-3-carboxylic acid, the title compound was obtained as a brown solid by the same 
process as in Example 38, a process based on this or a combination of these with a normal 
procedure. 

1H-NMR(CD30D) 6 : 3.06 (3H, s), 6.84 (1H, d, J = 7.8 Hz), 6.92 (2H, d, J - 8.6 Hz), 7.15 (1H, t, 
J = 7.8 Hz), 7.52 (1H, t, J = 7.8 Hz), 7.57-7.62 (2H, m), 7.82 (2H, d, J = 8.6 Hz) ESI-MS (m/e): 
474 (M+H). 

Example 42 

5-(2-cvano-phenoxvV2-f4H-fl.2.4Vtriazol-3-vlV6-( , 4-methanesulphonvl-phenoxvVlH- 
benzimidazole 

Using [l,2,4]-triazole-3-carboxylic acid, the title compound was obtained as a straw-coloured 
solid by the same process as in Example 38, a process based on this or a combination of these 
with a normal procedure. 

1H-NMR(CD30D) 6 : 3.07 (3H, s), 6.92 (1H, d, J = 7.8 Hz), 6.98 (2H, d, J = 8.6 Hz), 7.19 (1H, t, 
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J = 7.8 Hz), 7.55 (1H, t, J - 7.8 Hz), 7.63 (1H, d, J - 7.8 Hz), 7.74 (2H, d, J = 6.3 Hz), 7.85 (2H, 
d, J = 8.6 Hz), 8.73 (1H, s). 
ESI-MS (m/e): 473 (M+H). 

Example 43 

5-(2-carbamovl-phenoxvV2-pvridine-2^^ 

An 80 % sulphuric acid solution of 5-(2-cyano-phenoxy)-2-pyridine- 
2-yl-6-(pyridine-3-yloxy)-lH-beiizimidazole 3.5 mg obtained in Example 5 was stirred at 50°C 
overnight as the reaction liquor. 

The reaction mixture was purified by reverse phase medium pressure liquid chromatography 
[ODS-AS-360-CC (made by YMC) mobile phase: water-acetonitrile-0.1% trifluoroacetic acid], 
and, by eliminating the solvent of the obtained fraction under reduced pressure, the title 
compound was obtained as a colourless solid. 

1H-NMR (CDC13) 6 : 5.59 (1H, brs), 6.80 (1H, dd, J = 8.4Hz, 0.8 Hz), 7.01-7.48 (7H, m), 7.88 
(1H, td, J = 8.0Hz, 2.0 Hz), 8.16 (1H, dd, J = 8.4Hz, 2.0. Hz), 8.21 (1H, s), 8.27-8.85 (1H, m), 
8.38 (1H, d, J - 8.0 Hz), 8.63 (1H, d, J = 8.4 Hz). 
ESI-MS (m/e): 424 (M+H). 

Example 44 

5-(4-carbamovUphenoxvV2-pvridine-2-vl-6-(pvridine-3-vloxvVlH-benzimidazole 
Using 5-(4-cyano-phenoxy)-2-pyridine-2-yl-6-(pyridine-3-yloxy)-lH-benzimidazole obtained in 
Example 7, the title compound was obtained by the same process as in Example 43, a process 
based on this or a combination of these with a normal procedure. 

1H-NMR (CDC13) 6 : 6.82 (2H, d, J = 8.8 Hz), 7.13 (1H, ddd, J = 8.4, 2.6, 1.5 Hz), 7.17 (1H, dd, 
J = 8.4, 4.8 Hz), 7.13-7.20 (1H, m), 7.30-7.37 (1H, m), 7.38 (1H, ddd, J = 7.7, 40.4, 1.1 Hz), 7.71 
(2H, d, J = 8.8 Hz), 7.87 (1H, ddd, J - 7.7, 7.7, 1.8 Hz), 8.16 (1H, dd, J = 2.6, 0.7 Hz), 8.25 (1H, 
dd, J - 4.8, 1.5 Hz), 8.39 (1H, ddd, J - 7.7, 1.1, 0.7 Hz), 8.61 (1H, ddd, J - 4.4, 1.8, 0.7 Hz). 
ESI-MS (m/e): 424 (M+H). 

Example 45 

5-(4-carbamovl-phenoxvV6-f pvridine-3-vloxvV2-thiazol-2-vl- 1 H-benzimidazole 
Using 4-(4,5-diaminb-2-(pyridine-3-yloxy]-phenoxy)-benzonitrile obtained in Example 7, the 
title compound was obtained by the same process as in Example 37 and Example 43, a process 
based on these or a combination of these with a normal procedure. 

1H-NMR (CDC13) 6 : 6.01 (2H, brs), 6.82-6.86 (2H, m), 7.13 (1H, ddd, J = 8.4, 2.9, 1.5 Hz), 
7.18 (1H, dd, J = 8.4, 4.6 Hz), 7.29 (1/2H, s), 7.30 (1/2H, s), 7.52-7, 54 (1H, m), 7.92 (2H, d, J - 
8.8 Hz), 7.61 (1/2H, s), 7.64 (1/2H, s), 7.70-7.75 (2H, m), 7.92 (1H, d, J - 2.9 Hz), 8.21 (1H, d, J 
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= 2.9 Hz), 8.29 (1H, dd, J - 4.6, 1.5 Hz). 
ESI-MS (m/e): 430 (M+H). 

Example 46 

5-f4^arbamovUphenoxv)-2'pvridine-2-vl-6-( , 2-caibamovl-phenoxvVlH>benzimidazole 
Using 5-(2^yano-phenoxy)-2-pyridine-2-yl-6-(4-cyano-phenoxy)-lH-benzimidazole obtained in 
Example 28, the title compound was obtained as a colourless solid by the same process as in 
Example 43, a process based on this or a combination of these with a normal procedure. 
1H-NMR(CD30D) 6 : 7.86 (2H, d, J = 8.8 Hz), 7.13 (1H, t, J = 7.6 Hz), 7.39 (1H, t, J = 7.6 Hz), 
7.45-7.74 (4H, m), 7.78 (2H, d, J = 8.8 Hz), 7.91 (1H, d, J = 7.6 Hz), 7.99 (1H, t, J = 7.6 Hz), 
8.30 (1H, d, J = 7.6 Hz), 8.74 (1H, s). 
ESI-MS (m/e): 466 (M+H). 

Example 47 

5'(3-carbamovl-phenoxvV2-pvridine-2-vl-6-(2-carbamovl-phenoxvVlH-benzimidazole 
monotrifluoroacetic acid salt 

Using 5-(2-cyano-phenoxy)-2-pyridine-2-yl-6-(3-cyano-phenoxy)-lH-benzimidazole obtained in 
Example 29, the title compound was obtained as a colourless solid by the same process as in 
Example 43, a process based on this or a combination of these with a normal procedure. 
1H-NMR(CD30D) 6 : 6.78-6.96 (1H, m), 6.96-7.08 (1H, m), 7.08-7.20 (1H, m), 7.30-7.70 (7H, 
m), 7.88-8.08 (2H, m), 8.29 (1H, d, 3 = 7.6 Hz), 8.73.(1H, s). 
ESI-MS (m/e): 466 (M+H). 

Example 48 

5-(4-methanesulphonvl-phenoxvV2-pvridine-2-vl-6-(2-carbamovl-phenoxvVlH- benzimidazole 
Using 5-(2-cyano-phenoxy)-2-pyridine-2-yl-6-(4- methanesulphonyl-phenoxy)- 

IH-benzimidazole obtained in Example 17, die title compound was obtained as a straw-coloured 
solid by the same process as in Example 43, a process based on this or a combination of these 
with a normal procedure. 

1H-NMR(CD30D) 5 : 3.12 (3H, s), 6.85 (1H, d, J = 7.8 Hz), 6.98 (2H, d, J = 8.6 Hz), 7.15 (1H, t, 
J - 7.8 Hz), 7.42 (1H, t, J » 7.8 Hz), 7.52 (1H, dd, J = 4.3Hz, 7.0 Hz), 7.64 (2H, brs), 7.83 (2H, d, 
J = 8.6 Hz), 7.91 (1H, d, J - 7.8 Hz), 8.01 (1H, dd, J = 7.0Hz, 7.8 Hz), 8.32 (1H, d, J = 7.8 Hz), 
8.76 (lH,d, J = 4.3 Hz). 
ESI-MS (m/e): 501 (M+H). 

Example 49 

5-(4-methanesulphonvl-phenoxvV2-pvrazm 

Using 5-(2-cyano-phenoxy)-2-pyrazine-2-yl-6-(4-methanesulphonyl-phenoxy) 
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-lH-benzimidazole obtained in Example 35, the title compound was obtained as a colourless 
solid by the same process as in Example 43, a process based on this or a combination of these 
with a normal procedure. 

1H-NMR(CD30D) 6 : 3.05 (3H, s), 5.80 (1H, brs), 6.82 (1H, d, J - 7.8 Hz), 6.95-7.00 (3H, m), 
7.17 (2H, q, J = 8.2 Hz), 7.36-7.39 (2H, m), 7.76 (1H, d\ J = 7.8 Hz), 7.81-7.85 (2H, m), 8.15 (1H, 
d, J = 7.8 Hz), 8.63 (1H, s), 8.72 (1H, s), 9.66 (1H, s), 10.80 (1H, brs) 
ESI-MS (m/e): 502 (M+H). 

Example 50 

5-(4-carbamovl-phenoxvV2-pvridine-2-^ 

Using 5-(4-cyano-phenoxy)-2-pyridine-2-yl-6-(l-oxy-pyri^ 

obtained in Example 31, the title compound was obtained by the same process as in Example 43, 

a process based on this or a combination of these with a normal procedure. 

1H-NMR (CDC13) 6 : 6.82-6.86 (2H, m), 7.15-7.26 (2H, m), 7.38-7.42 (1H, m), 7.41 (1/2H, s), 

7.44 (1/2H, s), 7.54-7.58 (1H, m), 7.62 (1/2H, s), 7.65 (1/2H, s), 7.71-7.75 (2H, m), 8.12-8.16 

(1H, m), 8.22-8.27 (1H, m), 8.37 (1H, d, J = 7.0 Hz), 8.64-8.67 (1H, m). 

ESI-MS (m/e): 440 (M+H). 

Example 51 

5-G-carba movl-phenoxvV2-pvridine-2-vl-6-fpvridine-3-vloxvVlH-benzimidazole 
Using 5-(3-cyano-phenoxy)-2-pyri<hne-2-yl-6-(pyridine-3-yloxy)-lH-benzimidazole obtained in 
Example 6, the title compound was obtained by the same process as in Example 43, a process 
based on this or a combination of these with a normal procedure. 

1H-NMR (CDC13) & : 7.07 (1H, ddd, J = 0.8, 3.4, 10.3 Hz), 7.36 (1H, dd, J = 1.9, 3.4 Hz), 7.40 
(1H, t, J = 10.3 Hz), 7.56 (1H, s), 7.57-7.62 (2H, m), 7.69 (1H, dd, J - 7.2, 10.3 Hz), 7.73 (1H, s), 
7.78 (1H, ddd, J = 0.8, 3.8, 11.4 Hz), 8.16 (1H, dt, J = 3.6, 11.0 Hz), 8.29 (1H, dt, J = 0.4, 11.0 
Hz), 8.37-8.41 (2H, m), 8.80 (1H, dt, J - 0.4, 3.8 Hz). 
ESI-MS (m/e): 424 (M+H)+). 

Example 52 

5-( 2-carbamovl-phenoxvV6-( r 4^imethvlcarbamovl-phenoxvV2-pvridine-2-vl- 1 H- benzimidazole 
Using 4-hydroxybenzoic acid dimethyl amide and 4-fluoro-5-(2-cyano-phenoxy)-2rnitro 
phenylamine obtained in Example 28, the title compound was obtained by the same procedures as 
in Example 1 and Example 43, a process based on these or a combination of these with a normal 
procedure. 

1H-NMR (CDC13) 6 : 2.98 (3H, brs), 3.07 (3H, brs), 5.72 (1H, brs), 6.76-6.83 (3H, m), 6.97 
(1/2H, brs), 7.09 (1/2H, dd, J = 7.7, 7.7 Hz), 7.11 (1/2H, dd, J = 7.7, 7.7 Hz), 7.14 (1/2H, s), 
7.30-7.35 (3H, m), 7.37-7.40 (1H, m), 7.67 (1H, d, J = 7.7 Hz), 7.86 (1H, ddd, J - 7.7, 7.7, 1.5 
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Hz), 8.12 (1H, dd, J - 7.7, 1.8 Hz), 8.14 (1H, dd, J = 7.7, 1.8 Hz), 8.38 (1H, d, J - 7.7 Hz), 
8.61-8.62 (1H, m), 10.99 (1H, brs). 
ESI-MS (m/e): 494 (M+H). 

Example 53 

5-( 2-carbamo vl-phenoxvV6-( 4-dimeth vlcarbamo vl-phenoxvV2-tbiazol-2-vl- 1 H- benzimidazole 
Using 4-(2-cyano-phenoxy)-5-bis-(4-dimethylcarbam 

obtained in Example 52, the title compound was obtained by the same procedures as in Example 
37 and Example 43, a process based on these or a combination of these with a normal procedure. 
1H-NMR (CDC13) 5 : 2.97 (3H, brs), 3.08 (3H, brs), 5.91 (1/2H, brs), 6.00 (1/2H, brs), 6.75-6,82 
(3H, m), 6.93 (1/2H, brs), 7.07-7.13 (1H, m), 7.17 (1H, brs), 7.25 (1/2H, brs), 7.32 (2H, d, J = 8.8 
Hz), 7.53 (1H, d, J = 2.9 Hz), 7.65 (2H, d, J - 8.8 Hz), 7.37-7.40 (1H, m), 7.65 (1H, d, J = 7.0 
Hz), 7.92-7.93 (1H, m), 8.11 (1/2H, d, J * 6.6 Hz), 8.13 (1/2H, d, J = 6.6 Hz). 
ESI-MS (m/e): 500 (M+H). 

Example 54 

5-(2-carbamovl-phenoxvV2-pyridine-2-v^^ 
enzimidazole • monotrifluoroacetic acid salt 

Using 5-(2-cyano-phenoxy)-2-pyridine-2-yl-6-(4-(2-hyaroxyethyl)-phenoxy)-lH-benzimidazole 
obtained in Example 30, and, by the same method as in Example 43, a process based on these or a 
combination of these with a normal procedure, the reaction mixture was refined by reverse phase 
medium pressure liquid chromatography [ODS-AS-360-CC (made by YMC) mobile phase: 
water-acetonitrile-0.1% trifluoroacetic acid], and the title compound was obtained as a colourless 
solid by eliminating the solvent of the obtained fraction by distillation under reduced pressure. 
1H-NMR(CD30D) 6 : 2.94 (2H, t, J = 6.7 Hz), 4.17 (2H, t, J - 6.7 Hz), 6.84 (2H, d, J = 8.6 Hz), 
6.90 (1H, d, J = 8.6 Hz), 7.19 (1H, d, J - 8.6 Hz), 7.25 (1H> d, J = 8.6 Hz), 7.41 (1H, s), 7.42-7.48 
(1H, m), 7.58 (1H, s), 7.61-7.66 (1H, m), 8.09 (1H, t, J = 7.8 Hz), 8.25 (1H, d, J = 7.8 Hz), 8.83 
(1H, d,J = 4.7 Hz). 
ESI-MS (m/e): 563 (M+H). 

Example 55 

S-f4-carbamovl-phenoxv^-6-(4-dimethvlcarbamovl-phenoxvV2-pvridine-2-vl-lH- benzimidazole 
Using 4-hydroxy-benzonitrile and 4-fluoro-5-(4-dimethylcarbamoyl- phenoxy)-2-nitro- 
phenylamine obtained in Example 18, the title compound was obtained by the same procedures as 
in Example 1 and Example 43, a process based on these or a combination of these with a normal 
procedure. 

1H-NMR (CDC13) 6 : 2.97 (3H, brs), 3.08 (3H, brs), 6.80-6.86 (4H, m), 7.26-7.29 (2H, m), 7.31 
(1/2H, s), 7.35 (1/2H, s), 7.38-7.41 (1H, m), 7.66-7.70 (3H, m), 7.86-7.91 (1H, m), 8.40 (1H, d, J 
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- 7.8 Hz), 8.65 (1H, d, J - 4.7 Hz), 10.89 (1H, brs). 
ESI-MS (m/e): 494 (M+H). 

Example 56 

5-(4-methvlcarbamovl-phenoxvV2-p 

To methanol 1 ml solution of 5-(4-methoxycarbonyl-2-pyridine-2 -yl-6-(pyridine-3-yloxy) -1H 
-benzimidazole 3.0 mg obtained in Example 10 was added 40 % methylamine methanol solution 
0.05 ml, and the reaction liquor was stirred at room temperature overnight The solvent was 
eliminated by distillation under reduced pressure, and thereafter, it was refined by preparative 
thin layer chromatography (Kieselgel™60F 25 4, Art5744 (Merck Co.), chloroform/methanol=20/l), 
and the title compound was obtained. 

1H-NMR (CDC13) 6 : 2.96 (3/2H, s), 2.97 (3/2H, s), 6.80 (1H, d, J = 8.4 Hz), 7.14-7.23 (2H, m), 
7.36 (1H, brs), 7.40 (1H, dd, J - 7.7, 4.7 Hz), 7.62 (1H, brs), 7.66 (2H, d, J « 8.4 Hz), 7.90 (1H, 
dd, J= 7.7, 7.7 Hz), 8.10 (1H, brs), 8.20 (1H, brs), 8-37 (1H, d, J - 7.7 Hz), 8.63 (1H, d, J = 4.7 
Hz). 

ESI-MS (m/e): 438 (M+H). 
Example 57 

5-(4-me&a nesubhonvl~phenoxv^-6-(2-methvlcarbamovl-phenoxvV2-pvridine-2-vl-lH> 
benzimidazole 

Using 5-(2-ethoxycarbonyl-phenoxy)-6-(4 -methanesulphonyl-phenoxy) -2-pyridine-2-yl-lH- 
benzimidazole obtained in Example 14, the title compound was obtained by the same process as 
in Example 56, a process based on this or a combination of these with a normal procedure. 
1H-NMR (CDC13) 6 : 2.73 (3/2H, s), 2.74 (3/2H, s), 3.03 (3H, s), 6.74-6.79 (1H, m), 6.89-76.96 
(2H, m), 7.01 (1/2H, brs), 7.09-7.15 (1H, m), 7.17 (1/2H, brs), 7.30 (1/2H, brs), 7.40 (1/2H, brs), 
7.40-7.44 (-1H, m), 7.72 (1H, s), 7.82 (2H, dd, J = 8.2, 6.7 Hz), 7.88-7.93 (1H, m), 8.1.0-8.15 (1H, 
m), 8.41 (1H, d, J = 6.8 Hz), 8.66 (1H, ts), 11.09 (1/2H, .brs), 11.12 (1/2H, brs). 
ESI-MS (m/e): 515 (M+H). 

Example 58 

5-(4-dimethvlcarbamovl-phenoxv)-6-(2-methvlcarbamovl-phenoxvV2-Dvridine-2-vl-lH 
-benzimidazole 

Using 5-(2-ethoxycarbonyl-phenoxy)-6 -(4-dimethylcarbamoyl- phenoxy)-2-pyridine 
-2-yl-lH-benzimidazole obtained in Example 24, the title compound was obtained by the same 
process as in Example 56, a process based on this or a combination of these with a normal 
procedure. 

1H-NMR (CDC13) 6 : 2.77 (3H, d, J - 3.5 Hz), 2.99 (3H, brs), 3.08 (3H, brs), 6.75-6.86 (3H, m), 
7.00-7.14 (1H, m), 7.15-7.27 (1/2H, m), 7.27-7.32 (2H, m), 7.27-7.32 (1/2H, m), 7.35-7.42 (2H, 
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m), 7.69 (1H, s), 7.87-7.91 (1H, ro), 8.11-8.17 (IH, m), 8.40 (IH, d, J = 7.4 Hz), 8.66 (IH, s), 

11.01 (lH,brs). 

ESI-MS (m/e): 508 (M+H). 

Example 59 

5-(2-methvlcarbamovl-phenoxvV2-pvridine-2-v^ 

Using 3-(2-fluoro-4-nitro-phenoxy)-pyridine obtained in Example 1 (Step 2) and 
2-hydroxybenzoic acid ethyl ester, the title compound was obtained as a brown solid by the same 
procedures as in Example 1 and Example 56, a process based on these or a combination of these 
with a normal procedure. 

1H-NMR (CDC13) 6 : 2.70-8.80 (3H, m), 6.77 (1H, d, J = 7.6 Hz), 7.25-7.44 (7H, m), 7.67 (1H, 
s), 7.82 (1H, t, J = 7.6 Hz)„8.15 (IH, t, J = 7.6 Hz), 8.18-8.26 (1H, m), 8.26-8.36 (1H, m), 8.38 
(1H, d, J = 7.6 Hz), 8.64 (1H, d, J = 2.4 Hz), 10.6 (1H, bra). 
ESI-MS (m/e): 438 (M+H). 

Example 60 

5-(4-methanesulphonvl-phenoxvV2-pvridine-2-vl-6-(2-f2H-tetrazol-5-vn-phenoxvVlH- 
benzimidazole * mbnotrifluoroacetic acid salt 

To dimethyiformamide 1 ml solution of 5-(4-methanesulphonyl-phenoxy)-2 
-pyridine-2-yl-6-(2-cyano-phenoxy)-lH-benzimidazole 30 mg obtained in Example 17, sodium 
azide 30 mg and magnesium chloride 32 mg were added, and the reaction liquor was stirred at 
170°C for 24 hours. The reaction mixture was purified using reverse phase medium pressure 
liquid chromatography [ODS-AS-360-CC (made by YMC) mobile phase: 
water-acetonitrile-0.1 % trifluoroacetic acid], and solvent of the obtained fraction was eliminated 
by distillation under reduced pressure, and die title compound was obtained as yellow solid. 
1H-NMR(CD30D) 6 : 3.1 1 (3H, s), 6.75 (2H, d, J - 8.6 Hz), 6.96 (1H, d, J = 7.6 Hz), 7.29 (1H, t, 
J = 7.6 Hz), 7.51 (1H, t, J = 7.6 Hz), 7.62 (2H, d, J - 8.6 Hz), 7.58-7.69 (1H, m), 7.73 (1H, s), 
7.93 (1H, s), 8.13 (1H, d, J = 7.6 Hz), 8.08-8.16 (1H, m), 8.33-8.38 (1H, m), 8.84-8.88 (1H, m). 
ESI-MS (m/e): 526 (M+H). 

Example 61 

5-(4-methanesulphonvl-phenoxvV2-pvridine-2-vl-6-(2-(2-fN-hvdroxvcarbamimidovlV 
phenoxvV 1 H-benzimidazole 

To ethanol 2 ml solution of 5-(4-methanesulphonyl -phenoxy)-2-pyridine 
-2 -yl-6-(2-cyano-phenoxy)-l H-benzimidazole 25 mg obtained in Example 17, 50 % 
hydroxylamine aqueous solution 0.1 ml was added, and the reaction liquor was stirred at 50°C 
overnight The solvent was eliminated by distillation under reduced pressure, and the obtained 
residue was refined by preparative thin layer chromatography (Kieselgel™60F 2 54, Art5744 
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(Merck Co.), chloroform/methanol=5/l), and obtained the title compound as a colourless solid. 
1H-NMR (CDC13) 6 : 3.06 (3H, s), 5.12 (2H, s), 6.52 (1H, s), 6.80 (1H, d, J = 7.6 Hz), 7.1 1 (2H, 
d, J = 8.6 Hz), 7.28 (1H, t, J = 7.6 Hz), 7.47 (1H, dd, J = 7.8Hz, 4.3 Hz), 7.66 (1H, d, J = 7.6 Hz), 
7.66 (1H, s), 7.89 (2H, d, J = 8.6 Hz), 7.96 (1H, t, J = 7.8 Hz), 8.55 (1H, d, J = 7.8 Hz), 8.65 (1H, 
d,J = 4.3 Hz). 
ESI-MS (m/e):516(M+H). 

Example 62 

5-(4-meftanesulphonvl-p henoxvV2-pvridme^ 
VphenoxvV 1 H-benzimidazole 

To N-methylpyrrolidinone 0.25 ml solution of 5-(2-(N-hydroxycarbamimidoyl) 
-phenoxy)-2-pyridine-2-yi-6-(4^methanesulphonyl-phenoxy)-lH-benzimidazole 8 mg obtained in 
Example 61 was added l,r-carbonyldiimidazole 10 mg, and the reaction liquor was stirred at 
70°C for four hours. The reaction mixture was refined by reverse phase medium pressure liquid 
chromatography [ODS-AS-360-CC (made by YMC) mobile phase: water-acetonitrile-0.1% 
trifluoroacetic acid], and the obtained fraction was diluted with ethyl acetate, and was washed 
successively with saturated aqueous sodium bicarbonate, saturated aqueous sodium chloride 
solution, and thereafter, was dried with anhydrous sodium sulphate. The solvent was eliminated 
by. distillation under reduced pressure, and the title compound was obtained as a colourless solid. 
1H-NMR (CDC13) 8 : 3.12 (3H, s), 6.84 (2H, d, J = 8.6 Hz), 6.82-6.88 (1H, m), 7.19 (1H, t, J = 
7.2 Hz), 7.41-7.47 (2H, m), 7.82 (2H, d, J = 8.6 Hz), 7.91-7.97 (2H, m), 8.44 (1H, d, J = 7.8 Hz), 
8.69 (1H, d,J-4.3 Hz). 
ESI-MS (m/e): 542 (M+H). 

Example 63 

5-(4-methanesulphonvl-phenoxvV2-pvridine-2-vl^ 
midazole 

To N-methylpyrrolidinone 0.25 ml solution of 5-(2-(N-hydroxycarbamimidoyl) 
-phenoxy)-2-pyridine-2-yl-6-(4-methanesulphonyl-phenoxy)-l H-benzimidazole 8 mg obtained in 
Example 61 was added ortho ethyl formate ester 0.5 ml, and the reaction liquor was stirred at 
100°C for three hours. The reaction mixture was purified using reverse phase medium pressure 
liquid chromatography [ODS-AS-360-CC (made by YMC) mobile phase: 
water-acetonitrile-0.1 % trifluoroacetic acid], and solvent of the obtained fraction was eliminated 
by distillation under reduced pressure, and thereafter, it was purified by preparative thin layer 
chromatography (Kieselgel™60F 25 4, Art5744 (Merck Co.), cMoroform/methanol=10/l), and the 
obtained the title compound as yellow solid. 

1H-NMR (CDC13) 6 : 3.03 (3H, s), 6.85-6.97 (3H, m), 7.23 (1H, t, J = 7.8 Hz), 7.40-7.45 (3H, m), 
7.68-7.74 (3H, m), 7.91 (1H, t, J = 7.8 Hz), 8.03 (1H, d, J = 7.8 Hz), 8.42 (1H, d, J = 7.8 Hz), 
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8.65-8.68 (2H, m). 
ES1-MS (m/e): 526 (M+H). 

Example 64 

5-fovridine-3>vloxvV2-pvridine-2-vl-6-(2-( 5-methvl-f 1 .2.41-oxadiazol-3-vl VphenoxvVl H-benzi 
midazole 

Using 5-(2-cyano-phenoxy)-2-pyridine-2-yl-6-(pyridine-3-yloxy)-lH-benzimidazole obtained in 
Example 5, the reaction liquor added acetic anhydride 0.3 ml to pyridine 0.5 ml solution of 
5-(2-(N-hydroxycarbamimidoyl) -phenoxy)-2-pyridine-2-yl 
-6-(pyridine-3-yloxy)-lH-benzimidazole 20 mg obtained by same process as in Example 61 was 
stirred at 60°C overnight The solvent was eliminated by distillation under reduced pressure, and 
thereafter, it was refined by preparative thin layer chromatography (Kieselgel™60F254, Art5744 
(Merck Co.), chloroform/methanol=10/l), and obtained the title compound as straw-coloured 
solid. 

1H-NMR (CDC13) 6 : 6.80-7.00 (1H, m), 7.00-7.30 (4H, m), 7.30-7.44 (2H, m), 7.44-7.68 (1H, 
m), 7.86 (1H, td, J = 7.6Hz, 2.0 Hz), 7.97 (1H, dd, J = 2.0Hz, 7.6 Hz), 8.38 (1H, d, J = 7.6 Hz), 
8.60 (lH,d,J = 4.8 Hz). 
ESI-MS (m/e): 463 (M+H). 

Example 65 

5-(4-memvl-pvridine-3-suIfonvlV2-p^ 

To tetrahydrofuran 1.5 ml solution of 5-(2-methyl-pyridin-5-yl 
sulphanyl)-2-pyridine-2-yl-6-(pyridine-3-yloxy)-lH-benzimidazole 42 mg obtained in Example 
13 were added OXONE 92 mg and water 0.1 ml, and the reaction liquor was stirred at room 
temperature overnight. The solvent was eliminated by distillation under reduced pressure, and the 
obtained residue was purified using reverse phase medium pressure liquid chromatography 
[ODS-AS-360-CC (made by YMQ mobile phase: water-acetonitrile-0.1 % trifluoroacetic acid]. 
Saturated aqueous sodium bicarbonate was added to the obtained fraction and thereafter, it was 
extracted with chloroform and was dried with anhydrous magnesium sulphate. The solvent was 
eliminated by distillation under reduced pressure, and the title compound was thereby obtained. 
1H-NMR (CDC13) 5 : 2.63 (3H, s), 7.23 (1H, s), 7.32 (1H, d, J = 7.6 Hz), 7.44-7.50 (3H, m), 7.93 
(1H, t, J = 7.6 Hz), 8.09-8.14 (1H, m), 8.28 (1H, d, J = 2.8 Hz), 8.36-8.41 (2H, m), 8.60, 8.61 
(tautomer, 1H, s), 8.68 (1H, d, J = 4.8 Hz), 8.93, 8.95 (tautomer, 1H, d, J = 2.0 Hz). 
ESI-MS (m/e): 444 (M+H). 

Example 66 

5-f4-memanesulphonvl-phenoxvV2-n-oxv-pvridine-2-vlV6-f2-carbamovl-phenoxvVlH- 
benzimidazole 
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To chloroform 2 ml solution of 5-(4-methanesulphonyl-phenoxy)-2 
-pyridine-2-yl-6-(2-carbamoyl-phenoxy)-lH-benzimidazole 8.0 mg obtained in Example 48 was 
added metachloroperbenzoic acid L5 mg, and the reaction liquor was stirred at room temperature 
for one hour. The reaction solvent was eliminated by distillation under reduced pressure and the 
obtained residue was purified using reverse phase medium pressure liquid chromatography 
[ODS-AS-360-CC (made by YMC) mobile phase: water-acetonitrile-0.1 % trifluoroacetic acid]. 
By eliminating the solvent of the obtained fraction under reduced pressure, the title compound 
was obtained as yellow solid. 

1H-NMR(CD30D) 6 : 3.12 (3H, s), 6.87 (1H, d, J = 7.8 Hz), 7.00 (2H, d, J = 7.8 Hz), 7.18 (1H, t, 
J = 7.8 Hz), 7.43 (1H, t, J = 7.8 Hz), 7.69-7.76 (2H, m), 7.84-7.86 (3H, m), 7.92 (1H, d, J = 7.8 
Hz), 8.52 (1H, d, J = 7.0 Hz), 8.64 (1H, d, J = 7.8 Hz). 
ESI-MS(m/e):517(M+H). 

Example 67 

4-(2-methoxv-phenoxvV-2-pvridine-2-vl-6-(pvridine-3-vloxvVlH-benzimidazole 
Step 1 

Synthesis of 5-fluoro-3-f2-methoxvphenoxvV2-nitroaniline 

To 2-methoxyphenol 1.64 g dissolved in tetrahydrofuran 30 ml was added sodium hydride 528 
mg under ice cooling, and the reaction liquor was stirred for 30 minutes at the same temperature. 
Successively, 1.91 g of 3,5-difluoro-2-nitroaniline synthesised using process described in Journal 
of Organic Chemistry, 1978, Vol. 43, issue 6, pp.1241-1243 was added, and the reaction liquor 
was stirred at room temperature for two days. The reaction liquor was poured into water and was 
dried with anhydrous magnesium sulphate after extraction with ethyl acetate. The solvent was 
eliminated by distillation under reduced pressure and the obtained residue was purified by silica 
gel column chromatography (eluent: hexane / ethyl acetate = 5/1-4/1), and the title compound 
was obtained as orange colored solid. 

Step 2 

Synthesis of 3-f2-methoxvphenoxvV2-nitro-5-fpvridine-3-vloxvVaniline 

To 5-fluoro-3-(2-methoxyphenoxy)-2-nitroaniline 3.03 g dissolved in dimethylformamide 30 ml 
were added 3-hydroxypyridine 1.24 g and potassium carbonate 5.42 g, and the reaction liquor 
was stirred at 90°C overnight. The reaction liquor was diluted with ethyl acetate, and it was 
washed successively with water, saturated aqueous sodium chloride solution, and thereafter was 
dried with anhydrous magnesium sulphate. The solvent was eliminated by distillation under 
reduced pressure and the obtained residue was purified by silica gel column chromatography 
(eluent: hexane / ethyl acetate - 2/1-1/1-1/2), and the title compound was obtained as orange 
colored solid. 
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Step3 

Synthesis of 3-f2-metfaoxvi3hcnoxvV5-fpvridbe-3-vloxvVben2CDC"l .2-diamine 
To methanol 20 ml solution of 3-(2-methoxyphenoxy)-2-nitro-5-(pyridine-3-ylpxy)-aniline 1.33 g 
was added 20 % palladium hydroxide-carbon catalyst 1 g, and the reaction liquor was stirred 
under a hydrogen atmosphere for four hours. After eliminating the catalyst by filtration, the 
solvent was eliminated by distillation under reduced pressure and the obtained residue was 
purified by silica gel column chromatography (eluent: hexane / ethyl acetate = 1/2-ethyl acetate), 
and the title compound was obtained as pale orange color oily substance. 

Step 4 

Production of 4-(2-methoxv-phenoxvV2-pvridine- 2-vl-6-(pvridine-3-vloxv) -IH-benzimidazole 
Pyridine-2-carboxaldehyde 0.026 ml was added to nitrobenzene 0.5 ml solution of 

3- (2-methoxyphenoxy)-5-(pyridine-3-yloxy)-benzene-l, 2 -diamine 59 mg at 120°C, and the 
reaction liquor was stirred at the same temperature for one hour. The reaction mixture was 
purified by silica gel column chromatography (eluent: hexane / ethyl acetate = 1/1 -acetic acid to 
chloroform/methanol = 20/1). Solvent of the obtained fraction was eliminated by distillation 
under reduced pressure, and the obtained residue was refined by preparative thin layer 
chromatography (Kieselgel™60F254, Art5744 (Merck Co.), chloroform/methanol=20/l), and 
obtained the title compound as straw-coloured solid. 

1H-NMR (CDC13) 6 : 3.79 and 3.83 (total 3H, each s), 6.20-7.40 (9H, m), 7.80-7.88 (1H, m), 

8.24-8.65 (4H, m), 10.68-10.94 (1H, m). 

ESI-MS(m/e):411(M+H). 

Example 68 

4- (4-fluoro-phenoxvV2-pvrazine-2-vl»6-(pvridine-3-vloxv)-lH-benzimidazole 

Using 4-fluorophenol and 3-hydroxypyridine, pyrazine-2-carboxylic acid 18.6 mg and 
l-ethyl-3-(3'-dimethylaminopropyl)-carbodiimide hydrochloride 57.5 mg were added to pyridine 
2 ml solution of 3-(4-fluorophenoxy)-5-(pyridine-3-yloxy)-benzene-l,2-diamine 46.7 mg 
synthesised by the same process as in Example 67, and the reaction liquor was stirred overnight, 
and thereafter, pyridine was eliminated by distillation under reduced pressure. The residue was 
diluted with ethyl acetate and was washed using water and thereafter, was dried with anhydrous 
magnesium sulphate. By eliminating the solvent under reduced pressure, mixture of amide body 
was obtained as a yellow oily substance. The obtained mixture of amide body was dissolved in 
toluene 3 ml, and p-toluenesulfonic acid monohydrate 28 mg was added, and the reaction liquor 
was stirred at 120°C overnight The reaction liquor was diluted with ethyl acetate and was 
washed using saturated aqueous sodium bicarbonate and thereafter, was dried with anhydrous 
magnesium sulphate. The solvent was eliminated by distillation under reduced pressure, and the 
obtained residue was refined by preparative thin layer chromatography (Kieselgel™60F 2 s4» 
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Art5744 (Merck Co.), chloroform/methanol=20/l), and obtained the title compound as yellow 
solid. 

1H-NMR (CDC13) 6 : 6.35 and 6.53 (total 1H, each d, J = 2.0 Hz), 6.77-7.31 (7H, m), 8.32-8.40 
(2H, m), 8.54 and 8.56 (total 1H, each d, J = 1.8 Hz), 8.61 and 8.64 (total 1H, each d, J = 2.6 Hz), 
9.59 and 9.69 (total 1H, each d, J = 1.5 Hz), 10.60 (1H, brs). 
ESI-MS (m/e): 400 (M+H). 

Example 69 

6-(4-methoxv-phenox vl-4-( 1 -methvl- 1 H-imidazol-2-vl sulphanvlV2-pvridine 

-2-vl-l H-benzimidazole 

Using 1 -methyl- lH-imidazole-2-thiol and 4-methoxyphenol successively, and, by the same 
process as in Example 67, a process based on this or a combination of these with a normal 
procedure, the title compound was obtained as pale-brown solid. 

1H-NMR (CDC13) 5 : 3.73 and 3.74 (total 3H, each s), 3.81 (3H, s), 6.31-7.39 (9H, m), 7.78-7.88 
(1H, m), 8.30 and 8.41 (total 1H, each d, J = 7.8 Hz), 8.59 and 8.73 (total 1H, each d, J = 4.5 Hz). 
ESI-MS (m/e): 430 (M+H). 

Example 70 

6-(4-methoxv-phenoxvV2-Dvridine-2-vl-4-fpvridin-2-vl sulphanvlVl H-benzimidazole 
Pyridine-2-thiol and 4-methoxyphenol were successively used, and the title compound was 
obtained as a straw-coloured solid by the same process as in Example 67, a process based on this 
or a combination of these with a normal procedure. 

1H-NMR (CDC13) 6 : 3.80 and 3.81 (total 3H, each s), 6.86-7.50 (10H, m), 7.75-7.88 (1H, m), 
8.32-8.62 (3H,m). 
ESI-MS (m/e): 427 (M+H). 

Example 71 

6-< r 3-methoxv-phenoxv)-4-f2-metfaoxv-phenoxvV2-pvridine-2-vl-lH-benzimidazole 
Using 3-(2-methoxyphenoxy)-2-nitro-5-(pyridine-3-yloxy)-aniline obtained in Example 67 (Step 
2) and 3-methoxyphenol, the title compound was obtained as a white solid by the same process as 
in Example 67, a process based on this or a combination of these with a normal procedure. 
lH-NMR (CDC13) 5 : 3.75 (3H, s), 3.79 and 3.84 (total 3H, each s), 6.24-7.23 (10H, m), 
7.29-7.39 (1H, m), 7.79-7.89 (1H, m), 8.37 and 8.53 (total 1H, each d, J = 7.5 Hz), 8.56-8.65 (1H, 
m), 10.53-10.83 (lH,m). 
ESI-MS (m/e): 440 (M+H). 

Example 72 

4-Q-methoxv-phenoxvV6-fpvridine-3-vloxvV2-thiazol-2-vl-lH-benzimidazole 
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Using 3-(2-methoxyphenoxy)-5-(pyridine-3-yloxy)-benzene-l,2-diamine obtained in Example 67 
(Step 3) and 2-thiazole carboxaldehyde, the title compound was obtained as yellow solid by the 
same process as in Example 67, a process based on this or a combination of these with a normal 
procedure. 

1H-NMR (CDC13) 5 : 3.78 and 3.82 (total 3H, each s), 6.20 and 6.44 (total 1H, each s), 6.68-7.28 
(7H,m), 7-43-7.53 (1H, m), 7.88-7.98 (1H, m), 8.29-8.41 (2H,m), 10.90-1 1.10 (lH,m). 
ESI-MS (m/e): 417 (M+H). 

Example 73 

4-(2-fluoro-phenoxvV2-pvridine>2-vl-6-(pvridine-3-vloxvVlH-benzimidazole 

Using 2-fluorophenol, the title compound was obtained by the same process as in Example 67, a 

process based on this or a combination of these with a normal procedure. 

1H-NMR (CDC13) 6 : 6.18-6.78 (2H, m), 6.98-7.42 (8H, m), 7.72-7.90 (1H, m), 8.22-8.66 (3H, 

m),11.3(lH,brs). 

ESI-MS (m/e): 399 (M+H). 

Example 74 

4-(4-fluoro-phenoxvV2-pvridine-2-vl-6-( r pvridine-3-vloxvVlH-benzimidazole 

Using 4-fluorophenol, the title compound was obtained by the same process as in Example 67, a 

process based on this or a combination of these with a normal procedure. 

1H-NMR (CDC13) 6 : 6.39 (1H, d, J = 2.1 Hz), 6.84 (1H, d, J = 2.1 Hz) 7.17-7.25 (4H, m), 7.39 

(1H, dd, J = 8.4, 4.7 Hz), 7.45 (1H, ddd, J = 8.4, 2.8, 1.5 Hz), 7.50 (1H, dd, J = 7.7, 4.9 Hz), 7.96 

(1H, ddd, J = 7.7, 7.7, 1.8 Hz), 8.22 (1H, d, J = 7.7 Hz), 8.33 (1H, dd, J = 4.7, 1.5 Hz), 8.38 (1H, 

d, J= 2.8 Hz), 8.69 (1H, ddd, J = 4.9, 1.8, 1.1 Hz). 

ESI-MS (m/e): 399 (M+H). 

Example 75 

4-( > 3-fluoro-phenoxvV2-pvridine-2-vl-6-(pvridine-3-vloxvVlH-benzimidazole 

Using 3-fluorophenol, the title compound was obtained as pale-brown solid by the same process 

as in Example 67, a process based on this or a combination of these with a normal procedure. 

1H-NMR (CDC13) 6 : 6.47-6.98 (5H, m), 7.19-7.39 (4H, m), 7.78-7.89 (1H, m), 8.29-8.48 (3H, 

m), 8.58 (1H, s). 

ESI-MS (m/e): 399 (M+H). 

Example 76 

2-pvridine-2-vI-4.6-bis (pvridine-3-vloxvVlH-benzimidazoIe 

Using 3-hydroxypyridine, the title compound was obtained by die same process as in Example 67, 
a process based on this or a combination of these with a normal procedure. 
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1H-NMR(CD30D) 6 : 7.07 (1H, d, J = 2.0 Hz), 7.30 (1H, d, J = 2.0 Hz), 7.54 (1H, ddd, J = 
7.6Hz, 4.8 Hz, 1.2 Hz), 7.85-7.95 (2H, m), 7.98 (1H, td, J = 7.6Hz, 2.0 Hz), 8.10-8.40 (2H, m), 
8.22 (1H, d, J - 8.8 Hz), 8.48-8.60 (2H, m), 8.66 (1H, d, J= 2 Hz), 8.70-8.82 (2H, m) 
ESI-MS (m/e): 382 (M+H). 

Example 77 

4-(2-cvano -pheDoxvV2-p\Tidine-2-vl-6-(pvridine-2-vloxyVlH-benzimidazole 
2-cyanophcnol and 2-hydroxypyridine were successively used, and, by the same process as in 
Example 67, a process based on this or a combination of these with a normal procedure, the title 
compound was obtained. 

1H-NMR (CDC13) 5 : 6.60-7.40 (3H, m), 6.92 (1H, d, J = 8.0 Hz), 6.99 (1H, dd, J - 6.4Hz, 5.2 
Hz), 7.15 (1H, t, J = 8.0 Hz), 7.46 (1H, dd, J - 8.0Hz, 2.4 Hz), 7.58-7.70 (2H, m), 7.70-7.90 (1H, 
m), 8.18 (1H, dd, J = 4.8Hz, 1.2 Hz), 8.38 (1H, d, J - 8.0 Hz), 8.60 (1H, d, J - 4.0 Hz), 
10.40-1 1.00 (lH,m). 
ESI-MS (m/e): 406 (M+H). 

Example 78 

4-(2-cvano-phenoxvV2-pvridine-2-vl-6-( r Dvridine-3-vloxvVlH-benzimidazole 

Using 2-cyanophenol, the title compound was obtained by the same process as in Example 67, a 

process based on this or a combination of these with a normal procedure. 

1H-NMR (CDC13) 5 : 6.55 (1/2H, s), 6.69 (1/2H, s), 6.70-7.55 (8H, m), 7.58-7.72 (1H, m), 
7.76-7.80 (1H, m), 8.26-8.48 (3H, m), 8.55-8.64 (1H, m), 10.8-11.4 (1H, m). 
ESI-MS (m/e): 406 (M+H). 

Example 79 

4-f2-methoxvcarbopvl-phenoxvV2-pyridine-2-vl-6-( r pvridihe-3-vloxv)-lH-benzimidazole • 

ditrifluoroacetic acid salt 

Using 2-hydroxybenzoic acid methyl ester, the title compound was obtained by the same process 
as in Example 67, a process based on this or a combination of these with a normal procedure. 
1H-NMR(CD30D) 5 : 3.70 (3H, s), 6.38 (1H, s), 7.14 (1H, s), 7.34 (1H, d, J= 7.6 Hz), 7.39 (1H, 
t, J = 7.6 Hz), 7.50-7.75 (3H, m), 7.75-7.88 (1H, m), 7.99 (1H, dd, J - 7.6Hz, 1.2 Hz), 8.07 (1H, t, 
J - 7.6 Hz), 8.27-8.58 (3H, m), 8.72-8.88 (1H, m). 
ESI-MS (m/e): 439 (M+H). 

Example 80 

4-(2-aceM-phenoxvV2-(pvridine-2-vlV6-fpvridine-3-vloxvVlH-benzimidazole 

Using 2-hydroxyacetophenone, the title compound was obtained by the same process as in 

Example 67, a process based on this or a combination of these with a normal procedure. 
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1H-NMR (CDC13) 6 : 2.68 (3H, s), 6.58 (1H, d, J - 2.3 Hz), 7.19 (1H, dd, J = 1.2, 8.2 Hz), 7.31 
(1H, dd, J = 1.2, 7.5 Hz), 7.35 (1H, dd, J - 1.0, 7.5 Hz), 7.53-7.62 (2H, m), 7.69 (1H, dd, J - 4.7, 
7.8 Hz), 7.76-7.82 (1H, m), 7.87 (1H, dd, J = 1.0, 8.2 Hz), 8.10 (1H, t, J = 7.8 Hz), 8.50-8.52 (1H, 
m), 8.54 (1H, d, J = 2.3 Hz), 8.62 (1H, d, J = 7.0 Hz), 8.74 (1H, d, J - 4.7 Hz). 
ESI-MS (ra/e): 423 (M+H). 

Example 81 

4-n-methvl-2-oxo-l,2-dihvdro-p\Tidine-3-vlox^ 
midazole 

Using 3-hydroxy-l -methyl- lH-pyridin-2-one, the title compound was obtained as a 
straw-coloured solid by the same process as in Example 67, a process based on this or a 
combination of these with a normal procedure. 

1H-NMR (CDC13) 6 : 3.62 (3H, s), 6.02-7.40 (8H, m), 7.84 (1H, t, J = 7.2 Hz), 8.33 (1H, d, J - 
4-4 Hz), 8.33-8.50 (2H, m), 8.52-8.70 (1H, m) 
ESI-MS (m/e): 412 (M+H). 

Example 82 

6-(4-dimethvlcarbamovl-phenoxvM-fl-metfavl-2-oxo-K2-dihvdro-pvridine-3-vloxvV2- 
pyridine-2-vl- 1 H-benzimidazole 

3 -hydroxy- 1 -methyl- 1 H-pyridin-2-one and 4-hydroxy-N,N-dimethylbenzamide were 
successively used, and, by the same process as in Example 67, a process based on this or a 
combination of these with a normal procedure, the title compound was obtained as a white solid. 
1H-NMR (CDC13) 6 : 3.03 and 3.09 (total 6H, each s), 3.60 and 3.64 (total 3H, each s), 6.08-6.15 
(1H, m), 6.42 and 6.64 (total 1H, each s), 6.82-7.41 (8H, m), 7.80-7.88 (1H, m), 8.36 and 8.45 
(total 1H, each d, J = 8.2 Hz), 8.59 and 8.64 (total 1H, each d, J - 4.5 Hz). 
ESI-MS (m/e): 482 (M+H). 

Example 83 

4-(2-difluoromethoxv-pvridme-3-vloxvV6-(4- 
enzimidazole 

2-difluoromethoxy-3-hydroxypyridine and 4-hydroxy-N,N-dimethylbenzamide were successively 
used, and, by the same process as in Example 67, a process based on this or a combination of 
these with a normal procedure, the title compound was obtained as a straw-coloured solid. 
1H-NMR (CDC13) 8 : 3.02 and 3.09 (total 6H, each s), 6.36 and 6.48 (total 1H, each s), 6.84-7.67 
(9H, m), 7.83 and 7.88 (total 1H, each t, J = 7.8 Hz), 7.99 and 8.00 (total 1H, each d, J = 5.0 Hz), 
8.40 and 8.42 (total 1H, each d, J - 8.4 Hz), 8.61 and 8.64 (total 1H, each d, J = 4.3 Hz). 
ESI-MS (m/e): 518 (M+H). 
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Example 84 

6-f2-methvl-pvridin-5-vl sulphanvlV2-fpvridine-2>vlM~fpvridinc>3-vloxvVlH-benzimidazole 

3- hydroxypyridine and 6-methylpyridine-3-thiol were successively used, and, by the same 
process as in Example 67, a process based on this or a combination of these with a normal 
procedure, the title compound was obtained. 

1H-NMR (CDC13) 6 : 2.52 (3H, s), 6.66-6.80 (1H, brs), 7.05 (1H, d, J = 8.0 Hz), 7.20-7.28 (3H, 
m), 7.32 (1H, m), 7.49 (1H, dd, J - 2.0Hz, 8.0 Hz), 7.81 (1H, t, J - 7.6 Hz), 8.32-8.40 (3H, m), 
8.44 (1H, d, J = 2.0 Hz), 8.52 (1H, d, J = 4.8 Hz), 1 1.70-12.0 (1H, brs) 
ESI-MS (m/e): 412 (M+H). 

Example 85 

4- f 2-cvano-phenoxv V2>(pvridine-2-vn-6'f4-dimethvlcarbamovl-phenoxvV 1 H- benzimidazole 
2-cyanophenol and 4-hydroxy-N,N-dimethylbenzamide were successively used, and, by the same 
process as in Example 67, a process based on this or a combination of these with a normal 
procedure, the title compound was obtained. 

1H-NMR(CDC13) 6 : 3.05 (3H, s), 3.18 (3H, s), 6.62 (1H, s), 6.92-7.08 (3H, m), 7.00 (2H, d, J - 
8.8 Hz), 7.10-7.20 (2H, m), 7.36-7.50 (4H, m), 7.40 (2H, d, J = 8.8 Hz), 7.63 (1H, d, J = 6.3 Hz), 
7.89 (1H, t, J « 7.8 Hz), 8.44 (1H, d, J = 7.8 Hz), 8.61 (1H, d, J « 3.9 Hz). 
ESI-MS (m/e): 476 (M+H). 

Example 86 

4-f2-fluoro-phenoxvV2 -(pvridine-2-vn-6-( r 4-dimethvlcarbamovl-phenoxv)-lH- benzimidazole 
Using 2-fluorophenol and 4-hydroxy-N,N-dimethylbenzamide successively, the title compound 
was obtained by the samfe process as in Example 67, a process based on this or a combination of 
these with a normal procedure. 

1H-NMR (CDC13) 6 : 3.02 (3H, s), 3.10 (3H, s), 6.39 (1H; s), 6.92-7.00 (3H, m), 6.96 (2H, d, J = 
9.0 Hz), 7.10-7.24 (4H, m), 7.36-7.42 (3H, m), 7.39 (2H, d, J = 9.0 Hz), 7.88 (1H, d, J - 7.7 Hz), 
8.51 (1H, d, J = 8.0 Hz), 8.63 (1H, d, J = 7.7 Hz). 
ESI-MS (m/e): 469 (M+H). 

Example 87 

4-f2-fluoro-phenoxvV2-(pvridine-2-vlV6-f4-methanesulphonvl-phenoxv)-lH- benzimidazole 
2-fluorophenol and 4-(methanesulphonyl)-phenol were successively used, and, by the same 
process as in Example 67, a process based on this or a combination of these with a normal 
procedure, the title compound was obtained. 

1H-NMR (CDC13) 6 : 3.08 (3H, s), 6.44 (1H, s), 7.08 (2H, d, J - 9.0 Hz), 7.18-7.57 (5H, m), 7.59 
(1H, dd, J = 3.1, 8.2 Hz), 7.90 (2H, d, J = 9.0 Hz), 8.06 (1H, t, J = 7.6 Hz), 8.64 (1H, d, J = 8.2 
Hz), 18.71 (1H, d, J = 7.6 Hz). 
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ESI-MS (m/e): 476 (M+H). 
Example 88 

4-(2-( 1 -hvdroxv-ethvlVphenoxvV2-(D\Tidine>2-vlV6-(4-^imetfavlcarbamovl~phenoxvV 1 H-benzi 
midazole 

2-(l-hydroxyethyl)-phenol and 4-hydroxy-N,N-dimethylbenzamide were successively used, and, 
by the same process as in Example 67, a process based on this or a combination of these with a 
normal procedure, the title compound was obtained. 

1H-NMR (CDC13) 6 : 1.48 (3H, d, J = 6.4 Hz), 3.05 (3H, s), 3.10 (3H, s), 5.26 (1H, q, J = 6.4 Hz), 
6.34 (1H, s), 7.04 (2H, d, J = 9.0 Hz), 7.05-7.10 (2H, m), 7.29-7.33 (2H, m), 7.44 (2H, d, J = 9.0 
Hz), 7.57 (1H, dd, J = 4.7, 7.6 Hz), 7.68 (1H, dd, J « 2.0, 7.4 Hz), 8.04 (1H, dt, J=1.6, 7.8 Hz), 
8.37 (1H, d, J = 7.8 Hz), 8.80 (1H, d, J= 4.7 Hz). 
ESI-MS (m/e): 495 (M+H). 

Example 89 

4-(2-methanesulphonvl-phenoxvV2-(pv^^ 
midazole 

2-(methanesulphonyl)-phenol and 4-hydrpxy-NJsf-dimethylbenzamide were successively used, 
and, by the same process as in Example 67, a process based on this or a combination of these 
with a normal procedure, the title compound was obtained. 

1H-NMR (CDC13) 8 : 3.06 (3H, s), 3.14 (3H, s), 3.49 (3H, s), 7.03 (1H, d, J - 2.0 Hz), 7.1 1 (2H, 
d, J = 8.8 Hz), 7.22 (1H, d, J = 8.0 Hz), 7.32-7.40 (2H, .m), 7.42 (1H, d, J = 2.0 Hz), 7.48 (2H, d, 
J - 9.0 Hz), 7.57 (1H, dd, J - 4.9, 7.8 Hz), 7.63 (1H, dd, J = 1.8, 7.9 Hz), 8.00 (1H, dt, J = 1.6, 
7.8 Hz), 8.14 (1H, dd, J = 1.8, 8.0 Hz), 8.52 (1H, d, J= 8.0 Hz), 8.75 (1H, d, J - 4.9 Hz). 
ESI-MS (m/e): 529 (M+H). 

Example 90 

4^2-aceM-phePOXvV2-( pvridine-2-vlV6-(4-dimetfavlcarbamovl-phenoxvVlH- benzimidazole 
2-hydroxy-acetophenone and 4-hydroxy-N,N-dimethylbenzamide were successively used, and, 
by the same process as in Example 67, a process based on this or a combination of these with a 
normal procedure, the title compound was obtained. 

1H-NMR (CDC13) 6 : 2.68 (3H, s), 3.10 (3H, s), 3.20 (3H, s), 6.67 (1H, s), 7.05 (2H, d, J = 8.2 
Hz), 7-15-7.22 (2H, m), 7.35 (1H, t, J = 7.0 Hz), 7.45 (2H, d, J = 8.2 Hz)„7.55 (1H, t, J = 7.0 Hz), 
7.60-7.64 (1H, m), 7.86 (1H, d, J = 7.4 Hz), 8.08-8.14 (1H, m), 8.64 (1H, d, J = 7.4 Hz), 
8.75-8.77 (1H, m) 
ESI-MS (m/e): 493 (M+H). 

Example 91 
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4-(2-dime thvlcaitamovl-phenoxv 
imidazole 

2-hydroxy-N,N-dimethylbenzamide and 4-hydroxy-N,N-dimethylbenzamide were successively 
used, and, by the same process as in Example 67, a process based on this or a combination of 
these with a normal procedure, the title compound was obtained. 

1H-NMR (CDC13) 6 : 2.99 (3H, s), 3.06 (6H, s), 3.17 (3H, s), 6.91-6.94 (1H, m), 7.04 (2H, d, J = 
8.6 Hz), 7.06-7.10 (1H, m), 7.17 (1H, t, J = 7.4 Hz), 7.28-7.39 (4H, m), 7.42 (2H, d, J = 8.6 Hz), 
7.84 (1H, t, J = 7.8 Hz), 8.41 (1H, d, J = 7.8 Hz), 8.68 (1H, .d, J = 3.9 Hz). 
ESI-MS (m/e): 522 (M+H). 

Example 92 

4-f2.5-difluoro-phenoxvV2-favridine-2-vlV6-(4-dimethvlcarbamovl-phenoxvVlH- 
benzimidazole 

2.5- difluoro phenol and 4-hydroxy-N,N-dimethyibenzamide were successively used, and, by the 
same process as in Example 67, a process based on this or a combination of these with a normal 
procedure, the title compound was obtained. 

1H-NMR (CDC13) 6 : 3.02 (3H, s), 3.14 (3H, s), 6.52-6.55 (1H, m), 6.90-6.99 (2H, m), 7.02 (2H, 
d, J - 8.2 Hz), 7.10 (1H, d, J - 2.0 Hz), 7.16-7.24 (1H, m), 7.42 (2H, d, J = 8.2 Hz), 7.54-7.60 
(1H, m), 8.06 (1H, dt, J - 1.6, 7.8 Hz), 8.61 (1H, d, J = 7.8 Hz), 8.72 (1H, d, J = 4.7 Hz). 
ESI-MS (m/e): 487 (M+H). 

Example 93 

4-(2,4-difluoro-phenoxvV2-( p vridine-2- vlV6-(4-dimethvlcarbamovl-phenoxvV 1 H- 
benzimidazole 

2,4-difluoro phenol and 4-hydroxy-N,N-dimethylbenzamide were successively used, and, by the 
same process as in Example 67, a process based on this or a combination of these with a normal 
procedure, the title compound was obtained. 

1H-NMR (CDC13) 6 : 3.00 (3H, s), 3.09 (3H, s), 6.31 (1H, s), 6.99 (1H, s), 7.02 (2H, d, J = 8.6 
Hz), 7.10-7.25 (2H, m), 7.28-7.40 (1H, m), 7.43 (2H, d, J = 8.6 Hz), 7.49-7.52 (1H, m), 7.98 (1H, 
d, J = 7.8 Hz), 8.34 (1H, d, J - 7.9 Hz), 8.74 (1H, d, J = 3.9 Hz). 
ESI-MS (m/e): 487 (M+H). 

Example 94 

4-f 2.6-difluoro-phenoxvV2-( r pvridine-2-vlV6-f4-dimethvlcarbamovl-phenoxvV 1 H- 
benzimidazole 

2.6- difluoro phenol and 4-hydroxy-N,N-dimethylbenzamide were successively used, and, by the 
same process as in Example 67, a process based on this or a combination of these with a normal 
procedure, the title compound was obtained. 



©Rising Sun Communications Ltd. 



http;//www. rising suru co. uk 



WOOS-063738 



123 Caution : Translation Standard is 

Post-Edited Machine Translation 



1H-NMR (CDC13) 6 : 3.02 (3H, s), 3.14 (3H, s), 6.39 (1H, s), 7.00 (2H, d, J = 8.6 Hz), 7.06-7.18 
(3H, m), 7.20-7.25 (1H, m), 7.41 (2H, d, J - 8.6 Hz), 7.48-7.51 (1H, m), 7.99 (1H, dt, J = 1.6, 7.8 
Hz), 8.59 (1H, d, J = 8.2 Hz), 8.70 (1H, d, J = 4.3 Hz). 
ESI-MS (m/e): 487 (M+H). 

Example 95 

4 -(2- m ethoxv-phenoxY)-2-(pvridine-2-vlV6-(4-niethanesulphonvl-ohenoxvVlH-benzimidazole 
Using 4-(methanesulphonyl) phenol, the title compound was obtained by the same process as in 
Example 71, a process based on this or a combination of these with a normal procedure. 
1H-NMR (CDC13) 6 : 3.03 (3H, s), 3.79 (3H, s), 6.32 (1H, s), 6.92-6.99 (1H, m), 7.00 (1H, s), 
7.06 (2H, d, J = 8.6 Hz), 7.10-7.22 (3H, m), 7.38-7.43 (1H, m), 7,83 (2H, d, J = 8.6 Hz), 7.90 (lH, 
t, J = 7.8 Hz), 8.50 (iH, d, J = 7.8 Hz), 8.64 (1H, d, J = 4.7 Hz). 
ESI-MS (m/e): 488 (M+H). 

Example 96 

6-(4-dimethvlcarbamovl-phenoxv'>-4-( 1 -ethyl-2-oxo-l .2-dihvdro-pvridine-3-vloxvV2- 
pyridine-2-Yl-lH-benzimidazole 

l-ethyl-3 -hydroxy- lH-pyridin-2-one and 4-hydroxy-N,N-dimethylbenzamide were successively 
used, and, by the same process as in Example 67, a process based on this or a combination of 
these with a normal procedure, the title compound was obtained as a straw-coloured solid. 
1H-NMR (CDC13) 6 : 1.38 (3H, t, J = 6.8 Hz), 3.02 and 3.09 (total 6H, each s), 4.06 (2H, q, J = 
6.8 Hz), 6.15 (1H, t, J = 7.0 Hz), 6.40-7.42 (9H, m), 7.78-7.86 (1H) m), 8.32-8.42 (1H, m), 
8.57-8.66 (1H, m). 
ESI-MS (m/e): 496 (M+H). 

Example 97 

6-(6-methvl-pyridine-3-vl phenvn-4-f4-methvl-4H-ri.2.41 triazol-3-vl 

sulphanvl>2-(pvridine-2-vlMH-benzimidazole 

4-methyl-4H-[l,2,4] triazole-3 -thiol and 6-methyl-pyridine-3 -thiol were successively used, and, 
by the same process as in Example 67, a process based on this or a combination of these with a 
normal procedure, the title compound was obtained. 

1H-NMR (CDC13) 6 : 2.55 (3H, s), 3.71 (3H, s), 7.17 (1H, d, J = 8.0 Hz), 7.20-7.24 (1H, brs), 
7.42-7.46 (1H, m), 7.59 (1H, dd, J = 2.4 Hz, 8.0 Hz), 7.66-7.68 (1H, brs), 7.91 (1H, t, J = 8.0 Hz), 
8.32-8.38 (3H, m), 8.70 (1H, d, J = 4.8 Hz). 
ESI-MS (m/e): 432 (M+H), 

Example 98 

4-f4-fluoro-phenoxv)-2-f 5 -methyl-isoxazol-3-vlV6-f pyridine-3-vloxv')- 1 H-benzimidazole 
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Using 5-methylisoxazole-3-carboxylic acid, the title compound was obtained as a white solid by 
the same process as in Example 68, a process based on this or a combination of these with a 
normal procedure. 

1H-NMR (DMSO-d6) 6 : 2.50 (3H, s), 6.40 (1H, s), 6.80 (1H, s), 6.82 (1H, brs), 7.14-7.24 (4H, 
m), 7.38 (1H, dd, J = 8.2, 4.7 Hz), 7.44 (1H, d, J = 7.7 Hz), 8.32 (1H, d, J - 4.7 Hz), 8.36 (1H, d, 
J = 2.5 Hz). 

ESI-MS (m/e): 403 (M+H). 
Example 99 

4-(4-fluoro-phenoxvV2 -(l-methvMH-imidazol>4-vn-6-rpvridine-3-vloxvVlH- benzimidazole 
Using 1 -methyl- lH-imidazole-4-carboxy lie acid, the title compound was obtained as a 
straw-coloured solid by the same process as in Example 68, a process based on this or a 
combination of these with a normal procedure. 

1H-NMR (DMSO-d6) 6 : 3.72 (3H, s), 6.38 (1H, d, J = 1.8 Hz), 6.81 (1H, d, J = 1.8 Hz), 
7.05-7.13 (2H, m), 7.17 (2H, t, J = 8.8 Hz), 7.36-7.43 (2H, m), 7.75 (1H, s), 7.78 (1H, d, J = 1.1 
Hz), 8.28 (1H, s), 8.35 (1H, d, J = 2.2 Hz). 
ESI-MS (m/e): 402 (M+H). 

Example 100 

4 -(4-fluon)-phenoxy)-2-G-methvl-fL2.4] thiadiazol-5-vlV6-rpvridme-3-vloxvVlH- 

benzimidazole • monotrifluoroacetic acid salt 

Using 3-methyl [1,2,4] thiadiazoie-5-carboxylic acid synthesised by a process in accordance with 
patent EP0726260 and by combining this process with normal method, the title compound was 
obtained as a brown solid by the same process as in Example 68, a process based on this or a 
combination of these with a normal procedure. 

1H-NMR (DMSO-d6) 6 : 2.70 (3H, s), 6.44 (1H, d, J = 2.2 Hz), 6.87 (1H, s), 7.15-7.27 (4H, m), 
8.39 (1H, dd, J = 4.5, 1.5 Hz), 8.44 (1H, d, J - 2.5 Hz). 
ESI-MS (m/e): 420 (M+H). 

Example 101 

4-(4-fluoro-phenoxvV2-isoxazol-3-vl-6-fpvridine-3-vloxvVlH-benzimidazole 

Using isoxazole-3-carboxylic acid, the title compound was obtained by the same process as in 

Example 68, a process based on this or a combination of these with a normal procedure. 

1H-NMR(CD30D) 6 : 6.41 (1H, d, J = 2.4 Hz), 7.01 (1H, d, J = 2.4 Hz), 7.02-7.20 (5H, m), 7.51 

(1H, dd, J = 4.4 Hz, 8.4 Hz), 7.59 (1H, dd, J = 2.4 Hz, 8.4 Hz), 8.32 (1H, d, J = 4.4 Hz), 8.35 (1 H, 

d, J = 2.4 Hz), 8.84 (1H, d, J = 2.4 Hz). 

ESI-MS (m/e): 389 (M+H). 
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Example 102 

4-(4~fluoro>pheDOXvV2-pvrimidine^-vl-6-fpvridinc»3'VloxvVlH-benzimida2ole 

Using pyrimidine-4-carboxylic acid, the title compound was obtained by the same process as in 

Example 68, a process based on this or a combination of these with a normal procedure. 

1H-NMR (CDGB) 6 : 2.60 (3H, s), 6.98-7.40 (8H, m), 8.30-8.50 (2H, m), 8.63 (1H, s), 

10.40-11.00 (lH,m). 

ESI-MS (m/e): 400 (M+H). 

Example 103 

4-f4-fluoro-phenoxvV2-pvrimidihe-2-vl-6-fpvridine-3-vloxvVlH-benzimidazole 

Using pyrimidine-2-carboxylic acid, the title compound was obtained by the same process as in 

Example 68, a process based on this or a combination of these with a normal procedure. 

1H-NMR (CD30D) 8 : 6.42 (1H, s), 6.98 (1H, s), 7.10-7.30 (5H, m), 7.36-7.60 (2H, m), 

8.22-8.42 (2H, m), 8.90-9.10 (1H, m), 9.20 (1H, s). 

ESI-MS (m/e): 400 (M+H). 

Example 104 

4-(4-fluoro-phenoxvV2- aH-imidazo^ 

Using lH-imidazole-2-carboxylic acid, the title compound was obtained by the same process as 
in Example 68, a process based on this or a combination of these with a normal procedure. 
1H-NMR(CD30D) 6 : 6.44 (1H, d, J= 2.0 Hz), 7.00 (1H, d, J - 2.0 Hz), 7.05-7.18 (4H, m), 7.25 
(2H, s), 7.39 (1H, dd, J = 3,2Hz, 8.4 Hz), 7.42-7.50 (1H, m), 8.26 (1H, dd, J = 1.6Hz, .4.4 Hz), 
8.29 (1H, d,J = 3.2 Hz). 
ESI-MS (m/e): 388 (M+H). 

Example 105 

4-(4-fluoro-phenox vV 2-( 1 -mcthvl-1 H-imidazol-2-vl V6-(pvridine-3-vIoxv V 1 H- benzimidazole 
Using 1 -methyl- lH-imidazole-2-carboxy lie acid, the title compound was obtained by the same 
process as in Example 68, a process based on this or a combination of these with a normal 
procedure. 

1H-NMR (CDC13) 6 : 3.98-4.38 (3H, m), 6.38-6.60 (1H, m), 6.60-6.80 (1H, m), 6.80-7.40 (8H, 
m), 8.20-8.44 (2H, m) 
ESI-MS (m/e): 402 (M+H). 

Example 106 

4-(4-fluoro-phenoxv)-6-(pyridine-3-vloxv)-2-ri,2.41 thiadiazol-5-vl-lH-benzimidazole 

Using [1,2,4] thiadiazole-5-carboxylic acid synthesised by process in Reference Example 1, the 

title compound was obtained as a straw-coloured oily substance by the same process as in 
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Example 68, a process based on this or a combination of these with a normal procedure. 
1H-NMR(CD80D) & : 6.42 (1H, s), 6.90-7.23 (5H, m), 7.39-7.50 (2H, m), 8.25-8.32 (2H, m), 
8.86 (1H, s). 

ESI-MS (m/e): 406 (M+H). 
Example 107 

4-f2,6-difluoro-phenoxvV2-(pvrazine- 2-vn-6-f4-methanesulphonvl-DhenoxvVlH- benzimidazole 
2,6-difliioro phenol and 4-(methanesulphonyl) phenol were successively used, and, by the same 
process as in Example 68, a process based on this or a combination of these with a normal 
procedure, the title compound was obtained. 

1H-NMR (CDC13) 6 : 3.03 (3H, s), 6.28 (1H, s), 7.08 (1H, s), 7.17 (2H, d, J = 9.4 Hz), 7.19-7.24 
(2H, m), 7.30-7.40 (1H, m), 7.93 (2H, d, J = 9.4 Hz), 8.70-8.75 (1H, m), 8.77-8.82 (1H, m), 
9.55-9.60 (lH,m). 
ESI-MS (m/e): 495 (M+H). 

Example 108-1, 108-2 

4-(2-oxo-l 1 2-dihvdro-pvridine-3-vloxv V2^ benzimidazole. 
and 

4-(2-metfaoxv-pvridipe-3-vloxvV2-pv ridine>2-vl-6-rpvridine-3-vloxvVlH- benzimidazole 

3- hydroxy-2-methoxypyridine, 3-hydroxypyridine and picolinic acid were successively used, and, 
by the same process as in Example 68, a process based on this or a combination of these with a 
normal procedure, the title compound was respectively obtained. 

4- (2-oxo-1.2-dihvdro-p vridine-3^ benzimidazole 
1H-NMR (CDC13) 6 : 6.10-7.35 (8H, m), 7.77-7.84 (1H, m), 8.30-8.41 (3H, m), 8.53 (1H, d, J = 
4.4 Hz). - 

ESI-MS (m/e): 398 (M+H). 
4-(2-methoxv-pyridine-3-vloxyy2-p 

1H-NMR (CDC13) 8 : 3.95 and 3.99 (total 3H, each s), 6.25 and 6.45 (total 1H, each s), 6.80-7.45 
(6H, m), 7.79-7.90 (1H, m), 8.00 (1H, d, J - 1.5 Hz), 8.30-8.63 (4H, m). 
ESI-MS (m/e): 412 (M+H). 

Example 109-1, 109-2 

6-(4-dimet hvlcarbamovl-phenoxvM^ 

benzimidazole _^ 

6-(4-dimethvlcaibamovl- phenox^^ 
enzimidazole 
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3- hydroxy-2-methoxypyridine, 4-hydroxy-N,N-dimethylbenzamide and picolinic acid were 
successively used, and the title compound was respectively obtained by the same method as in 
Examples 108-1, 108-2, a process based on this or a combination of these with a normal 
procedure. 

6-f4-dimethvlcaibamovl~phenoxv^-f2-methoxv-pvridine-3-vloxvV2-pvridine-2-vl-lH> 
benzimidazole 

1H-NMR (CDC13) 6 : 3.03 and 3.08 (total 6H, each s), 3.95 and 4.00 (total 3H, each s), 6.27 and. 
6.47 (total 1H, each d, J = 1.8 Hz), 6.80-7.45 (8H, m), 7.80-7.91 (1H, m), 7.98-8.03 (1H, m), 8.38 
and 8.48 (total 1H, each d, J = 7.8 Hz), 8.61 and 8.64 (total 1H, each d, J = 4.8 Hz) 
ESI-MS (m/e): 482 (M+H). 

6-(4-dimethvlcarbam ovl-phenoxvV4-(2-oxo-l ,2-dihvdro-pvridine-3-vloxvV2-pvridine-2-vl-l H-b 
enzimidazole 

1H-NMR (CDC13) 6 : 3.03 and 3.08 (total 6H, each s), 6.18 and 6.23 (total 1H, each t, J = 7.0 
Hz), 6.52 and 6.73 (total 1H, each d, J - 1.8 Hz), 6.80-7.42 (8H, m), 7.79 and 7.84 (total 1H, each 
t, J - 7.8 Hz), 8.37 and 8.40 (total 1H, each d, J = 7.8 Hz), 8.56 and 8.57 (total 1H, each d, J = 5.0 
Hz). 

ESI-MS (m/e): 468 (M+H). 
Example 110 

4- f2-caitamovl-phenox vV2-pvridine-2-vl-6-rpvridine-3-vloxvVlH-benzimidazole • 

ditrifluoroacetic acid salt 

Using 4-(2-cyano-phenoxy)-2-pyridine-2-yl-6-(pyridine-3-yloxy)-lH-benzimidazoIe obtained in 
Example 78, and, by the same process as in Example 43, a process based on this or a combination 
of these with a normal procedure, the title compound was obtained. 

1H-NMR(CD30D) 6 : 6.61 (1H, d, J = 2.0 Hz), 7.19 (1H, d, J = 8.0 Hz), 7.22 (1H, s), 7.31 (1H, 
td, J = 7.6Hz, 1.2 Hz), 7.48-7.60 (2H, m), 7.72-7.80 (1H, m), 7.83 (1H, dd, J = 7.6Hz, 1.2 Hz), 
7.87-7.95 (1H, m), 8.03 (1H, td, J = 8.0Hz, 1.2 Hz), 8.01 (1H, dd, J = 7.6Hz, 1.2 Hz), 8.45 (1H, d, 
J = 5.2 Hz), 8.48-8.54 (1H, m), 8.76-8.84 (1H, m). 
ESI-MS (m/e): 424 (M+H). 

Example 111 

4-(2-carbamovl-phenoxv V2-( pvridine-2-vlV6-(4-dimethvlcarbamovl-phenoxvV 1 H- 

benzimidazole 

Using 

4-(2-cyano-phenoxy)-2^pyridme-2-yl)-6^ 

obtained in Example 85, the title compound was obtained by the same process as in Example 1 10, 
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a process based on this or a combination of these with a normal procedure. 

1H-NMR (CDC13) 6 : 2.99 (3H, s), 3.08 (3H, s), 6.56 (1H, s), 6.86-6.92 (1H, m), 6.95 (2H, J = 

8.9 Hz), 7.04-7.08 (2H, m), 7.30-7.38 (4H, m), 7.36 (2H, d, J = 8.9 Hz), 7.52 (1H, d, J = 7.6 Hz), 

7.80 (1H, t, J = 7.9 Hz), 8.36 (1H, d, J = 7.9 Hz), 8.52 (1H, d, J = 3.7 Hz). 

ESI-MS (m/e): 494 (M+H). 

Example 112 

4-(2-(N-hvdroxvcarba mimidovlVphenoxvV2-fpvridine-2>vn-6-f4-dimethvlcarbamovl- 

phenoxvV 1 H-benzimidazole 

Using 

4-(2-cyano-phenoxy)-2-(pyridine-2-yI)-6-(4-dm^ 

obtained in Example 85, the title compound was obtained by the same process as in Example 61, 

a process based on this or a combination of these with a normal procedure. 

1H-NMR (CDC13) 5 : 3.02 (3H, s), 3.16 (3H, s), 6.61 (1H, d, J = 2.0 Hz), 6.95 (1H, d, J = 2.0 Hz), 

6.97 (2H, d, J - 8.6 Hz), 7.14-7.22 (2H, m), 7.38 (2H, d, J - 8.6 Hz), 7.52 (1H, dd, J = 4.9, 7.6 

Hz), 7.56-7.62 (1H, m), 7.63-7.67 (1H, m), 7.97 (1H, dt, J - 1.6, 7.8 Hz), 8.48 (1H, d, J = 7.8 Hz), 

8.68 (1H, d,J = 4.9 Hz). 

ESI-MS (m/e): 509 (M+H). 

Example 113 

4-(2-(5-methvl-n.2.41-oxadiazol-3-vllp heno 

oxvVl H-benzimidazole 

Using 

4-(2-(N-hydroxycarbamimidoyl)-phen^ 

1 H-benzimidazole obtained in Example 112, the title compound was obtained by the same 
process as- in Example 64, a process based on this or a combination of these with a normal 
procedure. 

1H-NMR (CDC13) 6 : 2.70 (3H, s), 3.02 (3H, s), 3.15 (3H, s), 6.91 (1H, s), 7.04 (2H, d, J = 8.6 
Hz), 7.30-7.38 (3H, m), 7.44 (2H, d, J = 8.6 Hz), 7.50-7.58 (2H, m), 7.95 (1H, d, J = 7.8 Hz), 
8.02 (1H, t, J = 7.8 Hz), 8.63 (1H, d, J = 8.6 Hz), 8.71 (1H, d, J = 4.7 Hz). 
ESI-MS (m/e): 533 (M+H). 

Example 114 

4-(2-(5-oxo-4.5-dihvdro-f 1 .2.4] 

oxadiazol- 3-vlVphenoxvV2-fpvridine-2-vn-6-(4-dimethvlcarbamovl-phenoxvVlH- 

benzimidazole 

Using 

4-(2-(N-hydroxycarbamimidoyl)-phe 
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lH-benzimidazole obtained in Example 112, the title compound was obtained by the same 
process as in Example 62, a process based on this or a combination of these with a normal 
procedure. 

1H-NMR (CDC13) 6 : 3.04 (3H, s), 3.15 (3H, s), 6.74 (1H, s), 6.99 (2H, d, J - 8.6 Hz), 7.10 (1H, 
s), 7.28-7.36 (2H, m), 7.44 (2H, d, J = 8.6 Hz), 7.50-7.58 (2H, m), 7.89 (1H, d, J - 7.8 Hz), 
8.00-8.07 (1H, m), 8.56-8.64 (2H, m). 
ESI-MS (m/e): 535 (M+H). 

Example 115 

4-f4-fluoro-phenoxvV2-fDvrazoM-vn-6-(pvridine-3-vloxvVlH-benzimidazole 
Stepl 

Synthesis of 4-(4-fluoro-phenoxvV6-( , Dvridine-3-vloxvVlH-benzimidazole-2-thiol 
Carbon disulfide 0.06 ml and potassium hydroxide 54 mg were added to ethanol 2.0 ml solution 
of 3-(4-fluoro-phenoxy)-5-(pyridine-3-yloxy)-benzene-l,2-diamine 273 mg obtained in Example 
68, and the reaction liquor was stirred at 80°C overnight The reaction liquor was diluted with 
ethyl acetate, and it was washed successively with water, saturated aqueous sodium chloride 
solution, and thereafter was dried with anhydrous magnesium sulphate. The solvent was 
eliminated by distillation under reduced pressure, and the title compound was thereby obtained. 

Step 2 

Synthesis of (4>(4-fluoro-phenoxv>6-(pvridine-3-vloxvVlH-benzimidazol-2-vl)-hvdrazine 
Hydrazine monohydrate 1.0 ml was added to 

4-(4-fluoro-phenoxy)-6-(pyridine-3-yloxy)-lH-benzimidazole-2-thiol 130 mg, and the reaction 
liquor was stirred at 130°C overnight The reaction liquor was diluted with ethyl acetate, and it 
was washed successively with water, saturated aqueous sodium chloride solution, and thereafter 
was dried with anhydrous magnesium sulphate. The solvent was eliminated by distillation under 
reduced pressure, and the obtained residue was refined by preparative thin layer chromatography 
(Kieselgel™60F 2 54, Art5744 (Merck Co.), hexane/ethyl acetate=l/l), and obtained the title 
compound. 

Step 3 

Production of 4-(4-fluoro-phenoxvV2-fpvrazol-l-ylV6- (pvridine-3-vloxvVlH- benzimidazole 
To ethanol 0.3 ml solution of (4-(4-fluoro-phenoxy-6-(pyridine-3-yloxy)-lH- 
benzimidazol-2-yl)-hydrazine 8.3 mg was added tetramethoxy propane 0.012 ml, and the reaction 
liquor was stirred at 80°C overnight The reaction solvent was eliminated by distillation under 
reduced pressure, and the obtained residue was refined by preparative thin layer chromatography 
(Kieselgel™60F254, Art5744 (Merck Co.), chloroform/methanol=9/l), and obtained the title 
compound. 
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1H-NMR(CDCD) 5 : 6.36 (1H, d, J « 2.6 Hz), 6.48-6.51 (2H, m), 6.77 (1H, d, J = 2.6 Hz), 7.05 
(2H, d, J = 6.9 Hz), 7.1 1-7.18 (1H, m), 7.22-7.28 (2H, m), 7.72-7.75 (1H, m), 8.80-8.38 (2H, m), 
8.48(lH,d,J = 3.8Hz). 
ESI-MS (m/e): 388 (M+H). 

Example 116 

4-(4-fluoro-pheDOxvV6-(pvridiDe-3-vloxv V2-n.2.41 triazol-l-vl-lH-benzimidazole 
Step 1 

Synthesis o f 4-(4-fluoro-phenoxvV2-methvl sulphanvl-e-fpvridine^-vloxvVlH- benzimidazole 
To dimethylformamide 1.0 ml solution of 4-(4-fluoro-phenoxy)-6-(pyridine-3-yloxyj-lH- 
benzimidazole-2-thiol 78 mg synthesised in Example 115, potassium carbonate 30 mg and 
methyl iodide 0.014 ml were added, and the reaction liquor was stirred at 0°C for 30 minutes. 
The reaction liquor was diluted with ethyl acetate, and it was washed successively with water, 
saturated aqueous sodium chloride solution, and thereafter was dried with anhydrous magnesium 
sulphate. The solvent was eliminated by distillation under reduced pressure, and the title 
compound was thereby obtained. 

Step 2 

Synthesis of 4-(4-fluor6 -phenoxvV2-methanesulphonvl-6- (pvridine-3-vloxvVlH- benzimidazole 
To chloroform 1.0 ml solution of 4-(4-fluoro-phenoxy)-2-methyl 
sulphanyl-6-(pyridine-3-yloxy)-lH-benzimidazole 80 mg was added metachloro perbenzoic acid 
84 mg, and the reaction liquor was stirred at 0°C for 30 minutes. The reaction liquor was diluted 
with ethyl acetate, and it was washed successively with water, saturated aqueous sodium chloride 
solution, and thereafter was dried with anhydrous magnesium sulphate. The solvent was 
eliminated by distillation under reduced pressure, and the obtained residue was refined by 
preparative thin layer chromatography (Kieselgel™60F 25 4, Art5744 (Merck Co.), ethyl acetate), 
and obtained the title compound. 

v 

Step 3 

Production o£ 4-(4-fluoro-phenoxvV6-fpvridine-3-vloxvl -2-fK2.41 triazol-l-vl-lH- 

benzimidazole 

To dimethylformamide 0.5 ml solution of 

4-(4-fluoro-phenoxy)-2-methanesulphonyl-6-(pyridine-3-yloxy)-lH-benzimidazole 16 mg was 
added sodium hydride 5.0 mg, and thereafter, [l,2,4]-triazole 10.4 mg was added, and the 
reaction liquor was stirred at 160°C overnight The reaction liquor was diluted with ethyl acetate, 
and it was washed successively with water, saturated aqueous sodium chloride solution, and 
thereafter was dried with anhydrous magnesium sulphate. The solvent was eliminated by 
distillation under reduced pressure, and the obtained residue was refined by preparative thin layer 

©Rising Sun Communications Ltd. http://www.risingsun.co.uk 



WO05-063738 



131 Caution : Translation Standard is 

Post-Edited Machine Translation 



chromatography (Kieselgel™60F 2 54, Art5744 (Merck Co.), ethyl acetate), and the title compound 
was obtained. 

1H-NMR (CDC13) 6 : 6.42 (1H, s), 7.03-7.15 (3H, m), 7.19 (1H, s), 7.27-7.32 (3H, m), 8.12 (1H, 
s), 8.32-8.38 (2H, m), 9.15 (1H, s). 
ESI-MS (m/e): 389 (M+H). 

Example 117 

5-chloro-2-pvridine-2-vl-4.6-bis-(pyridine-3-vloxvV 1 H-benzimidazole 
Stepl 

Synthesis of 3-chloro-2.4-bis (p\nridine-3-vloxvVnitrobenzene 

To dimethyl formamide 8 ml solution of [l,2,3]-trichloro-4-nitrobenzene 679 mg were added 
3-hydroxypyridine 628 mg and potassium carbonate 1.82 g, and the reaction liquor was stirred at 
100°C for two hours. The reaction liquor was diluted with ethyl acetate, and it was washed 
successively with water, saturated aqueous sodium chloride solution, and thereafter was dried 
with anhydrous magnesium sulphate. The solvent was eliminated by distillation under reduced 
pressure and the obtained residue was purified by silica gel column chromatography (eluent: 
hexane / ethyl acetate = 1/1-ethyl acetate), and the title compound was obtained as a 
straw-coloured oily substance. 

Step 2 

Synthesis of 3-chloro-2.4-bis (pvridine-3-vloxVl aniline 

To suspension of 3-chloro-2,4-bis (pyridine-3-yloxy) nitrobenzene 1.2 g in methanol 15 ml and 
water 7.5 ml were added ammonium chloride 963 mg and iron powder 503 mg, and the reaction 
liquor was heated under reflux for three hours. The reaction liquor was eliminated by filtration, 
and next the solvent was eliminated by distillation under reduced pressure. The residue was 
diluted with ethyl acetate and was washed using water and thereafter, was dried with anhydrous 
magnesium sulphate. The solvent was eliminated by distillation under reduced pressure and the 
obtained residue was purified by silica gel column chromatography (eluent: hexane / ethyl acetate 
= 1/1-ethyl acetate), and the title compound was obtained as a straw-coloured oily substance. 

Step 3 

Synthesis of 3-chloro-2 < 4-bis fpvridine-3-vloxv)-6-nitroaniline 

To 891 mg of 3-chloro-2,4-bis (pyridine-3-yloxy)-aniline dissolved in trifluoroacetic acid 20 ml 
was added potassium nitrate 315 mg, and the reaction liquor was stirred at room temperature 
overnight, and thereafter the solvent was eliminated by distillation under reduced pressure. The 
residue was diluted with ethyl acetate, and it was washed successively with saturated aqueous 
sodium bicarbonate and saturated aqueous sodium chloride solution, and thereafter was dried 
with anhydrous magnesium sulphate. The solvent was eliminated by distillation under reduced 
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pressure and the obtained residue was purified by silica gel column chromatography (eluent: 
hexane / ethyl acetate = 1/1 -ethyl acetate), and the title compound was obtained as orange color 
solid. 

Step 4 

Synthesis of 4-chloro-3.5-bis (pvridine-3-vloxvVbenzene-l J2-diamine 

To suspension of 3-chloro-2,4-bis (pyridine-3-yloxy)-6-nitroaniline 143 mg in methanol 8 ml and 
water 4 ml were added ammonium chloride 128 mg and iron powder 67 mg, and the reaction 
liquor was heated under reflux for two hours. The reaction liquor was eliminated by filtration, 
and the solvent was eliminated by distillation under reduced pressure. The residue was diluted 
with ethyl acetate and was washed using water and thereafter, was dried with anhydrous 
magnesium sulphate. The solvent was eliminated by distillation under reduced pressure, and the 
title compound was obtained as pale-brown solid. 

Step 5 

Production of 5-chloro-2-pvridme-2-vl-4.6-bis-(p\n^ 

4- chloro-3,5-bis (pyridine-3-yloxy)-benzene-l,2-diamine and picolinic acid were used, and it was 
synthesised in the same way as in Example 68, and the title compound was obtained as a 
straw-coloured solid. 

1H-NMR (DMSO-d6) 5 : 7.18-7.62 (6H, m), 7.92 and 7.99 (total 1H, each dt, J » 8.0, 1.8 Hz), 
8.10-8.44 (5H, m), 8.66-8.72 (1H, m) 
ESI-MS (m/e): 416, 418 (M+H). 

Example 118 

5- memvl-2-pvridine-2-vl-4,6-bis-fpvridine-3-vl-oxvVlH-benzimidazole 

Using 2,4-difluoro-3-methyl nitrobenzene synthesised by a process described in Chemical and 
Pharmaceutical Bulletin, 1982, vol.30, issue 10, pp.3530-3543, the title compound was obtained 
as pale yellow solid by the same process as in Example 117, a process based on this or a 
combination of these with a normal procedure. 

1H-NMR (DMSO-d6) 6 : 2.03 and 2.10 (total 3H, each s), 7.01-7.50 (6H, m), 7.88 and 7.87 (total 
1H, each dt, J = 7.7, 1.6 Hz), 8.06-8.41 (5H, m), 8.63-8.70 (1H, in). 
ESI-MS (m/e): 396 (M+H). 

Example 119 

5-fluoro-2-pvridine-2-vl-4.6-bis-(pvridine-3-vloxv)-lH-benzimidazole 

Using [1,2,3] trifluoro-4-nitrobenzene, the title compound was obtained as a straw-coloured solid 
by the same process as in Example 1 17, a process based on this or a combination of these with a 
normal procedure. 
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1H-NMR (DMS0-d6) 6 : 7.21-7.63 (6H, m), 7.90-8.01 (1H, m), 8.12-8.39 (3H, m), 8.43-8.50 
(2H,m), 8.63-8.73 (lH,m) 
ESI-MS (m/e): 400 (M+H). 

Example 120 

4-(2-cvano-phenoxvV6-(4-N.N-dim^ 

benzimidazole 

Step 1 

Synthesis of 5-(4-carboxv-phenvl sulphanvO-3-(2-cvano phenoxvV2-nitro-phenvlamine 
To dimetbylformamide 2 ml solution of 3-(2-cyano phenoxy)-5-fluoro-2-nitro-phenylamine 47 
mg obtained in Example 78 were added 4-mercaptobenzonic acid 31 mg and potassium carbonate 
55 mg, and the reaction liquor was stirred at 60°C for two hours. The reaction liquor was 
concentrated, and trifluoroacetic acid 1 ml was added to the residue, and the solvent was 
eliminated by distillation under reduced pressure. The obtained residue was refined by 
preparative thin layer chromatography (Kieselgel™60F 2 54, Art5744 (Merck Co.), 
chloroform/methanol = 10/1), and obtained the title compound as orange colored solid. 

Step 2 

Synthesis of 3-(2-cvano phenoxvV5-(4-KN-dimemvlcarbamovl-phenvl 

sulphanvD-2-nitro-phenvlamine 

To dichloromethane 2 ml solution of 5-(4-carboxy-phenyl sulphanyl)-3-(2-cyano 
phenoxy)-2-nitro-phenylamine 40 mg were added dimethylamine (2.0M tetrahydrofuran solution) 
0.059 ml, l-emyl-3-(3 , -dimethylaminopropyl)-carbodiimide hydrochloride 28 mg and 
N-hydroxybenzotriazole hydrate 20 mg, and the reaction liquor was stirred at room temperature 
for one hour 30 minutes. The reaction liquor was diluted with chloroform, and it was washed 
successively with saturated aqueous sodium bicarbonate and saturated aqueous sodium chloride 
solution, and thereafter was dried with anhydrous sodium sulphate. The solvent was eliminated 
by distillation under reduced pressure, and the obtained residue was refined by preparative thin 
layer chromatography (Kieselgel™60F 25 4, Art5744 (Merck Co.), chloroform/methanol = 15/1), 
and obtained the title compound as yellow powder. 

Step 3 

Synthesis of 3-(2-cvano phenoxvV5-(4-KN-dimethvicarbamovl-phenvl sulphanylV benzene- 
1,2-diamine 

To isopropyl alcohol 2 ml solution of 3-(2-cyano phenoxy)-5-(4-N,N-dimethylcarbamoyl-phenyl 
sulphanyl)-2-nitro-phenylamine 32 mg were added electrolytic iron powder 19 mg and saturated 
ammonium chloride aqueous solution 0.2 ml, and the reaction liquor was heated under reflux for 
two hours. After eliminating the catalyst by filtration and elirnihating the solvent by distillation, 
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the obtained residue was refined by preparative thin layer chromatography (Kieselgel™60F 2 54, 
Art5744 (Merck Co.), chlorofonn/methanol = 10/1), and obtained the title compound as a white 
solid. 

Step 4 

Synthesis of 3-(2-cyano phenoxvV5-(4-N.N-dimethvlcarbamovl 

-phenvlsulfonvlVbenzene - 1 .2-diamine 

To dichloromethane 2 ml solution of 3-(2-cyano 

phenoxy)-5-(4-N,N-dimethylaminocarbonyi-phenyl sulphanyl)-benzene-l,2-diamine 25 mg was 
added metachloroperbenzoic acid 38 mg, and the reaction liquor was stirred at room temperature 
for 15 minutes. The reaction liquor was diluted with chloroform, and it was washed successively 
with saturated aqueous sodium bicarbonate and saturated aqueous sodium chloride solution, and 
thereafter was dried with anhydrous sodium sulphate. The solvent was eliminated by distillation 
under reduced pressure and the obtained residue was refined by preparative thin layer 
chromatography (Kieselgel™60F 25 4, Art5744 (Merck Co.), chloroform/methanol = 10/1), and 
obtained the title compound as yellow powder. 

StepS 

Production of 4-f2-cvano-phenoxvV6-f4>N,N-dimethvlammocarbonvl-phenvlsulfonvn 
-2-(pvriQme-2-vlVlH-benzimidazole 

Using 3-(2-cyano phenoxy)-5-(4-N,N-dimethylaminocarbonyl- phenylsulfonyl)- 
benzene-1, 2-diamine, the title compound was obtained as a brown solid by the same process as in 
Example 67 (Step 4), a process based on this or a combination of these with a normal procedure. 
1H-NMR (CDC13) 6 : 2.91 and 2.92 (total 3H, each s), 3.10 (3H, s), 6.99 (1H, m), 7.23-7.30 (1H, 
m), 7.39-7.46 (2H, m), 7.50-7.58 (3H, m), 7.68-7.78 (1H, m), 7.75 and 8.33 (total 1H, each s), 
7.85 and 7.92 (total 1H, each t, J = 8.4 Hz), 7.95-8.20 (2H, m), 8.39 and 8.42 (total 1H, each d, J 
= 8.4 Hz), 8.63-8.67 (lH,m). 
ES1-MS (m/e): 524 (M+H). 

Example 121 

l-q-(6-(4-oxazol-5-vl-phenoxvV2^ 

ethanone 

Stepl 

Synthesis of 3-bromo-4-methoxvmethoxv benzoic acid ethyl ester 

To tetrahydrofuran 300 ml solution of 3-bromo-4-hydroxybenzoic acid ethyl ester 20.5 g 
synthesised using a process described in Monatsh. Chem. 22, 1901, 437 was added sodium 
hydride 5.5 g under ice cooling, and the reaction liquor was stirred for 30 minutes, and thereafter, 
chloromethyl methyl ether 10 ml was added to the reaction liquor at the same temperature, and 
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the reaction liquor was stirred at room temperature overnight. The reaction liquor was diluted 
with ethyl acetate and washed with water, thereafter the aqueous layer was extracted with ethyl 
acetate and was dried with anhydrous magnesium sulphate. The solvent was eliminated by 
distillation under reduced pressure, and the obtained solid was suspended in hexane, and the title 
compound was obtained as a white solid. 

Step 2 

Synthesis of 2-(5-ethoxvcarbonvl-2-methoxvmethoxv-phenvn-pvrrole-l-carboxvlic acid t-butvl 
ester 

To dimethoxy ethane 350 ml of 3-bromo-4-methoxymethoxy benzoic acid ethyl ester 21 g 
solution were added successively l-(t-butoxy carbonyl) pyrrole-2-boron acid 21 g, tetrakis 
triphenylphosphine palladium 4.2 g and sodium carbonate aqueous solution (2M) 153 ml, and 
under a nitrogen atmosphere, the reaction liquor was heated under reflux overnight After cooling, 
the reaction liquor was diluted with water, extracted with chloroform and dried with anhydrous 
magnesium sulphate. The solvent was eliminated by distillation under reduced pressure and the 
obtained residue was purified using silica gel column chromatography (eluent: hexane / ethyl 
acetate = 12/1-10/1), and the title compound was obtained as a white solid. 

Step 3 

Synthesis of 2-(5-emoxvcarbonvl-2-memoxvmethoxv-phenvlVpvn > oliduie-l'Carboxvlic acid 
t-butvl ester 

5 % platinum carbon catalyst 8.2 g was added to ethanol 400 ml solution of 
2-(5-ethoxycarbonyl-2-methoxymethoxy-phenyl)-pyrrole-l-carboxylic acid t-butyl ester 28.4 g, 
and the reaction liquor was stirred under a hydrogen atmosphere for three days. The catalyst was 
eliminated by filtration with celite, and the solvent was eliminated by distillation under reduced 
pressure and the obtained residue was purified using silica gel column chromatography (eluent: 
hexane / ethyl acetate = 1/6.5-1/6). and the title compound was obtained as a colourless oily 
substance. 

Step 4 

Synthesis of 3-d-acetvl-pvrrolidin-2-vn-4-hvdroxvbenzoic acid ethyl ester 
To mixed solution of water 50 ml and ethanol 250 ml of 
2-(5-emoxycarbonyl-2-memoxymemoxy-phenyl)-pyn , ohdine-l-carboxylic acid t-butyl ester 26 g 
was added p-toluenesulfonic acid monohydrate 13 g, and the reaction liquor was heated under 
reflux for two days. After cooling, the reaction liquor was diluted with water, neutralized with 
aqueous sodium bicarbonate and extraction with chloroform-methanol mixture medium (10/1) 
were carried out, and dried with anhydrous magnesium sulphate, the solvent was eliminated by 
distillation under reduced pressure, and the crude product was obtained. Acetic anhydride 13 ml 
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was added to pyridine 200 ml solution of the obtained crude product, and the mixture was stirred. 
One hour was allowed to pass, and acetic anhydride 6 ml was added. Pyridine 150 ml was added 
after 1 hour furthermore, and triethylamine 5 ml was added further 40 minutes later. Acetic 
anhydride 3 ml was added further 30 minutes later, and furthermore, the reaction liquor was 
stirred for 30 minutes. The reaction liquor was diluted with ethyl acetate, washed with saturated 
aqueous sodium bicarbonate, and the aqueous layer was extracted with ethyl acetate. The 
combined organic layer was dried using anhydrous magnesium sulphate, and thereafter the 
solvent was eliminated by distillation under reduced pressure, and the crude product was obtained. 
To methanol 200 ml solution of the obtained crude product, potassium carbonate 10 g was added, 
and the reaction liquor was stirred at room temperature for four hours. The reaction liquor was 
concentrated down by distillation under reduced pressure, and the obtained residue was diluted 
with saturated ammonium chloride aqueous solution and extraction was carried out with ethyl 
acetate. It was dried using anhydrous magnesium sulphate, and next the solvent was eliminated 
by distillation under reduced pressure, and the title compound was obtained as a white solid by 
recovering the obtained solid by filtration with acetic acid ethyl ester. 

Step 5 

Synthesis of 3-ri-acetvl-pvrrolidin>2-vn-4-benzvloxv benzoic acid ethyl ester 
To dimethylformamide 100 ml Solution of 3-(l-acetyl-pyrrolidin-2-yl)-4-hydroxybenzoic acid 
ethyl ester 12.4 g were added potassium carbonate 15 g, benzyl bromide 6.4 ml, and the reaction 
liquor was stirred at 50°C for one hour. The reaction liquor was cooled, and thereafter, it was 
diluted with saturated ammonium chloride aqueous solution and extraction was carried out with 
ethyl acetate. The organic layer was washed with water and thereafter, was dried with anhydrous 
magnesium sulphate. The solvent was eliminated by distillation under reduced pressure and the 
obtained residue was purified using silica gel column chromatography (eluent: hexane / ethyl 
acetate = 10/1-1/2-1/3), and the tide compound was obtained as a yellow oily substance. 

Step 6 

Synthesis of 3-n-acetvl-pyrrolidin-2-vn-4-benzvloxv benzoic acid 

4 N sodium hydroxide aqueous solution 23 ml was added to ethanol 200 ml solution of 
3-(l-acetyl-pyrrolidin-2-yl)-.4-benzyloxy benzoic acid ethyl ester 18.7 g, and the reaction liquor 
was stirred at room temperature overnight 4 N sodium hydroxide aqueous solution 15 ml was 
further added to the reaction liquor, and the reaction liquor was stirred for seven hours. The 
reaction solvent was eliminated by distillation under reduced pressure and the obtained residue 
was diluted with water and was washed with ether. The aqueous layer was acidified using 6 N 
hydrochloric acid and thereafter, it was extracted with chloroform and was dried with anhydrous 
magnesium sulphate. The solvent was eliminated by distillation under reduced pressure, and the 
title compound was obtained as a white solid. 
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Step 7 

Synthesis of f3-n-acetvl>pvrToIidin-2>vn-4-beDzvloxv-phcnvn-carbamic acid t-butvl ester 
Into a mixed solution of 3-(l-acetyl-pyrrolidin-2-yl)-4-benzyloxy benzoic acid 5 g in toluene 15 
ml and 2-methyl-2-propanol 15 ml were successively added diisopropyl ethylamine 3.0 ml and 
diphenylphosphoryl azide 3.8 ml and the reaction liquor was heated under reflux overnight. After 
cooling, saturated aqueous sodium chloride solution and saturated aqueous sodium bicarbonate 
were added to the reaction liquor and extraction with ethyl acetate was carried out, and the extract 
was dried with anhydrous magnesium sulphate. The solvent was eliminated by distillation, under 
reduced pressure and the obtained residue was purified using silica gel column chromatography 
(eluent: hexane / ethyl acetate = 1/0-1/1-0/1), and the title compound was obtained as colourless 
amorphous material. 

Step 8 

Synthesis of l-(2-(4.5-diamino-2-benzvloxv-phenvlVpyiTolidin-l-vn-ethanone 
To (3-(l-acetyl-pyrrolidin-2-yl)-4-benzyloxy-phenyl)-carbamic acid t-butyl ester 4.1 g dissolved 
in trifluoroacetic acid 50 ml solution was added potassium nitrate 1.1 g, and the reaction liquor 
was stirred at room temperature overnight. The reaction solvent was eliminated by distillation 
under reduced pressure, and ice was added to the obtained residue, and thereafter, it was 
neutralized using ammonia water, and diluted with ethyl acetate. The precipitate was recovered 
by filtration, and crude product was obtained as a brown solid. The filtrate was diluted with 
saturated sodium chloride aqueous solution and was dried with anhydrous magnesium sulphate 
after extraction with acetic acid ethyl ester. The solvent was eliminated by distillation under 
reduced pressure, and the obtained residue was purified using silica gel column chromatography 
(eluent: ethyl acetate) and the obtained solid was recovered by suspending in acetic acid ethyl 
ester, and crude product was obtained as brown solid. To ethanol 100 ml solution of the obtained 
crude product 2.8 g, hydrazine monohydrate 1.5 ml, expanded Raney nickel catalyst 1 g were 
added successively, and the reaction liquor was stirred at room temperature for three hours. The 
catalyst was eliminated by filtration by celite, and the solvent was eliminated by distillation under 
reduced pressure. The obtained residue was diluted using saturated aqueous sodium bicarbonate 
and was dried with anhydrous magnesium sulphate after extraction with acetic acid ethyl ester. 
The solvent was eliminated by distillation under reduced pressure and the obtained residue was 
purified using silica gel column chromatography (eluent: chloroform/methanol = 
100/0-99/1-98/2-97/3-96/4-93/7), and the title compound was obtained as green amorphous 
material. 

Step 9 

Synthesis of l-( r 2-f6-benzvloxv-2-pvridine-2-vl-3-(2-trimethvl silanvl-ethoxvmethvO-3H- 
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benzimidazol-5 -vfl-p vrrolidin- 1 -vl Vethanone 

To toluene 43 ml solution of l-(2-(4,5-diamino-2-benzyloxy-phenyl)- pyrrolidin-l-yl)-ethanone 
1.39 g was added toluene solution 3 ml of pyridine-2-carboxaldehyde 460 mg, and the reaction 
liquor was stirred at room temperature. After two hours, pyridine-2-carboxaldehyde 46 mg was 
added, and the reaction liquor was stirred at 90°C for two hours. Moreover, 
pyridine-2-caiboxaldehyde 46 mg was added, and the reaction liquor was stirred at 90°C for ten 
hours. After cooling, the precipitated solid was recovered by filtration, and crude product was 
obtained as a brown solid. To tetrahydrofuran 20 ml solution of the obtained crude product 1.1 g, 
sodium hydride 144 mg, 2-(chloromethoxy) ethyl trimethylsilane 667 mg were added, and the 
reaction liquor was stirred at room temperature for two hours 30 minutes. Saturated aqueous 
sodium bicarbonate was added to the reaction liquid and extraction with ethyl acetate was carried 
out and the extract was dried with anhydrous magnesium sulphate. The solvent was eliminated by 
distillation under reduced pressure and the obtained residue was purified using silica gel column 
chromatography (eluent: ethyl acetate), and the title compound was obtained as brown 
amorphous material. 

Step 10 

Synthesis of l-(2-(6-hvdro xv~2-pyridine-2-vl^ 

3 H-benrimidazol-5-vlVpvrrolidin- 1 -vlV ethanone 

To ethanol 20 ml solution of 1.18 g of l-(2-(6-benzyloxy 
-2-pyridine-2-yl-3-(2-trimethylsilanyl-ethoxyme^ 

anone were added ammonium formate 713 mg, 20 % palladium hydroxide-carbon catalyst 119 
mg, and the reaction liquor was heated under reflux for five hours. Ammonium formate 157 mg, 
20 % palladium hydroxide-carbon catalyst 56 mg were added to the reaction liquor, and also the 
reaction liquor was heated under reflux for one hour. After cooling, catalyst was eliminated by 
filtration with celite, and the solvent was eliminated by distillation under reduced pressure. The 
obtained residue was diluted with 1 N hydrochloric acid extracted with acetic acid ethyl ester and 
the extract dried with anhydrous magnesium sulphate. The solvent was eliminated by distillation 
under reduced pressure and the obtained residue was purified using silica gel column 
chromatography (eluent: chloroform/methanol = 100/0-99/1-98/2), and the title compound was 
obtained as brown amorphous material. 

Step 11 

Synthesis of 1 -(2-( 6-f4-oxazol-5-vUphenoxvV2-pvridine-2-vl-3-f 2-trimethvl silanvl- 
ethoxvmethvn-3H-benzi midazol-5-vn-pvrrolidin-l-vn-ethanone 

To pyridine 1 ml solution of 29 mg of l-(2-(6-hydroxy-2-pyridine-2-yl-3-(2-trimetfiyl 
siIanyl-ethoxymethyl)-3H-benzimidazol-5-yl)-pyrrolidin-l -yl)-ethanone were - added 
5-(4-bromo-phenyl)-oxazole 30 mg, cesium carbonate 56 mg and copper (II) oxide 15 mg, and 
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the reaction liquor was stirred at 120°C in sealed tube overnight After cooling, saturated 
ammonium chloride aqueous solution, saturated aqueous sodium chloride solution were added 
successively to the reaction liquor, extraction was carried out ethyl acetate and the extract was 
dried with anhydrous magnesium sulphate. The solvent was eliminated by distillation under the 
reduced pressure, and the obtained residue was refined by preparative thin layer chromatography 
(Kieselgel™60F 2 54, Art5744 (Merck Co.), chloroform/methanol = 12/1), and obtained the title 
compound as a yellow oily substance. 

Step 12 

Production of l-(2-(6-(4-oxazol-5-vl-phenoxyy2-pvridine- 2-vl-3H-benzimidazol-5-vO- 
pvrrolidin-1 -yQ-ethanone 

l-(2-(6-(4-oxazoI-5-yl-phenoxy)-2-pyridine-2-yl-3-(2-fr^ 

idazol-5-yl)-pyrrolidin-l-yl)-ethanone 24 mg was dissolved in trifluoroacetic acid 1 ml, and the 
reaction liquor was stirred at room temperature for two hours. The solvent was eliminated by 
distillation under reduced pressure and the obtained residue was purified by reverse phase 
medium pressure liquid chromatography (ODS-AS-360-CC (made by YMC Co) mobile phase: 
water-acetonitrile-0.1% trifluoroacetic acid), and the title compound was obtained as a yellow 
oily substance. 

1H-NMR (CDC13) 8 : 1.73-2.69 (7H, m), 3.54-3.91 (2H, m), 5.21-5.48 (1H, m), 6.91-7.98, 
8.30-8.51, 8.57-8.73 (13H, each m). 
ESI-MS (m/e): 466 (M+H). 

Example 122 

3-(6-(l-acetvl-pviroUdin-2-viy2-pvri 

Using l-(2-(6-hydroxy-2-pyridine-2-yl-3-(2-trimethylsilanyl-ethoxymethyl)-3H- benzimidazol 
-5-yl)-pyrrolidin-l-yl)-ethanone obtained in Example 121 (Step 10) and 3-cyano bromobenzene, 
the title compound was obtained as an oily substance by the same process as in Example 121 
(Step 11) (Step 12), a process based on these or a combination of these with a normal procedure. 
1H-NMR (CDC13) 6 : 1.80-2.42 (7H, m), 3.56-3:93 (2H, m), 5.14-5.45 (1H, m), 6.91-7.73 (7H, 
m), 7.80-7.96 (1H, m), 8.30-8.43 (1H, m), 8.58-8.70 (1H, m), 10.58-10.82 (1H, m) 
ESI-MS (m/e): 424 (M+H). 

Example 123 

3-(6-fl-acetvl-pvrrolidin-2-vlV2-pvridine-2-vl-lH-benzimida2ol-5-vloxvVbenzamide 

Using 3-(6-(l-acetyl-pyrrolidin-2-yl)-2-pyridine-2-yl-lH-benzimidazol -5-yloxy)- benzonitrile 

obtained in Example 122, the title compound was obtained by the same process as in Example 43, 

a process based on this or a combination of these with a normal procedure. 

1H-NMR (CDC13) 6 : 1.70-2.39 (7H, m), 3.39-3.89 (2H, m), 5.17-6.24 (3H, m), 6.97-7.92 (8H, 
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m), 8.26-8.42 (1H, m), 8.52-8.67 (1H, m), 10.42-10.72 (1H, m). 
ESI-MS (m/e): 442 (M+H). 

Example 124 

5-(6-q-acetvl-pvrrolidin-2^ 

Using 5-bromo-pyridine-2-carbonitrile, the tide compound was obtained by the same process as 
in Example 122, a process based on this or a combination of these with a normal procedure. 
1H-NMR (CDC13) 6 : 1.50-2.42 (7H, m), 3.56-3.88 (2H, m), 5.09-5.40 (1H, m), 6.89-7.92 (6H, 
m), 8.26-8.70 (3H, m), 10.63-11.05 (1H, m). 
ESI-MS (m/e): 425 (M+H). 

Example 125 

5-f6-fl-acetvl-pvn , ol idin-2-vlV2-pvridine-2-vl-lH-benzimida2ol-5-vloxvVpvridine>2^ 
acid amide 

Using 5-(6-(l-acetyl-pyn-olidin-2-yl)-2-pyridine-2-yl-lH-benzimida2ol-5-yloxy^ 
-2-carbonitrile obtained in Example 124, the title compound was obtained as an oily substance by 
the same process as in Example 43, a process based on this or a combination of these with a 
normal procedure. 

1H-NMR (CDC13) 5 : 0.60-2.42 (7H, m), 3.42-3.90 (2H, m), 4.99-5.80 (2H, m), 6.74-8.67 (10H, 
m), 10.42-10.10.85 (lH,m). 
ESI-MS (m/e): 443 (M+H). 

Examples 126-1, 126-2 

l-(2-(6-f5-bromo-pvrid ine-2-vloxvV2-py^^ 
none 

1 -(2-(6-[6-Tnethanesulphonvl-pvridine-3-vloxv1-2-pvridine-2-vl-3H- 
benzimidazol-5-vn-pvTTolidin-l-vn-ethanone 

Using 5-bromo-2-methanesulphonyl-pyridine, the title compound was respectively obtained by 
the same process as in Example 122, a process based on this or a combination of these with a 
normal procedure. 

1 -(2-f 6-f 5- bromo-pvridine-2-vloxvV2-pvridine-2-vl-3H-benzimidazol-5-vlVpvrrolidin- 1 -vlVetha 
none 

1H-NMR (CDC13) 6 : 1.50-2.40 (7H, m), 3.50-3.87 (2H, m), 5.03-5.14, 5.31-5.42 (1H, each m), 
6.71-7.88, 10.48-11.15 (7H, each m), 8.08-8.40 (2H, m), 8.50-8.69 (1H, m). 
ESI-MS (m/e): 478, 480 (M+H). 



l-(2-(6-(6- methanesulphonvl-pvri^^ 
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n-l-vlVethanone 

1H-NMR (CDC13) 6 : 1.57-2.59 (7H, m), 3.08-3.27 (3H, m), 3.57-3.89 (2H, m), 5.14-5.40 (1H, 
m), 6-94-7.64 (4H, m), 7.82-8.15 (2H, m), 8.33-8.75 (3H, m). 
ESI-MS (m/e): 478 (M+H). 

Example 127 

l-(2-(2-pyridine-2-yl-6-[quinoline-6-yto^ 

Using 6-bromo-quinoline, the title compound was obtained as an oily substance by the same 
process as in Example 122, a process based on this or a combination of these with a normal 
procedure. 

1H-NMR (CDC13) 6 : 1.67-2.69 (7H, m), 3.40-4.04 (2H, m), 5.25-5.63 (1H, m), 6.80-9.13 (12H, 
m), 10.22-1 1.44 (lH,br). 
ESI-MS (m/e): 450 (M+H). 

Examplel28 

4-(6-n-aceM-pvn-olidin-2-vlV2-pvridine 

Using 4-bromo-2-methyl-benzonitrile, the title compound was obtained as an oily substance by 
the same process as in Example 122, a process based on this or a combination of these with a 
normal procedure. 

1H-NMR (CDC13) 5 : 1.48-2.54 (10H, m), 3.20-3.89 (2H, m), 5.06-5.41 (1H, m), 6.80-8.87 (10H, 
m). 

ESI-MS (m/e): 438 (M+H). 
Example 129 

l-te-(2-pvridine-2-vl-6-(4-trifluorom 
hanone 

Using l-bromo-4-trifluoromethoxy-benzene, the tide compound was obtained as an oily 
substance by the same process as in Example 122, a process based on this or a combination of 
these with a normal procedure. 

1H-NMR (CDC13) 6 : 1.43-2.69 (7H, m), 3.32-3.91 (2H, m), 5.20-5.59 (1H, m), 6.23-8.97 (11H, 
m). 

ESI-MS (m/e): 483 (M+H). 
Example 130 

l-f2-(2-pyridine-2-Yl-6-rquinoH 

Using 3-bromo-quinoline, the title compound was obtained as a yellow oily substance by the 
same process as in Example 122, a process based on this or a combination of these with a normal 
procedure. 
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1H-NMR (CDC13) 8 : 1.00-2.47 (7H, m), 3.37-4.00 (2H, m), 5.26-5.54 (1H, m), 6.98-9.10 (12H, 
m), 10.44-10.73 (lH,m) 
ESI-MS (m/e): 450 (M+H). 

Example 131 

l>f2-f6-( r 4-acetvl-pheno xvV2-pvridine-2-vl-3H-benzimidazol-5-vlVpviTolid 
ethanone 

Using l-(4-iodo-phenyl)-ethanone, the title compound was obtained by the same process as in 
Example 122, a process based on this or a combination of these with a normal procedure. 
1H-NMR (CDC13) 5 : 1.47-2.60 (10H, m), 3.52-3.88 (2H, m), 5.12-5.41 (1H, m), 6.97-7.74 (6H, 
m), 7.80-8.02 (3H, m), 8.30-8.44 (1H, m), 8.57-8.70 (1H, m). 
ESI-MS (m/e): 441 (M+H). 

Example 132 

l-(2-(6-PMphenvl-4-vloxv1-2-^ 

Using 4-bromo-biphenyl, the title compound was obtained as a yellow oily substance by the same 
process as in Example 122, a process based on this or a combination of these with a normal 
procedure. 

1H-NMR (CDC13) 6 : 1.13-2.47 (7H, m), 3.40-3.91 (2H, m), 5.20-5.60 (1H, m), 6.72-7.89 (13H, 
m), 8.25-8.42 (1H, m), 8.42-8.67 (1H, m), 10.29-10.60 (1H, m). 
ESI-MS (m/e): 475 (M+H). 

Example 133 

4-(6-( 1 -acetvl-pvrrolidin-2-vlV2-p vridine-2-vl- 1 H-benzimida2ol-5-vloxvVN.N-dimethvl- 
benzenesulphonamide 

Using 4-iodo-N,N-dimethyl-benzenesulphonamide, the title compound was obtained as an oily 
substance by the same process as in Example 122, a process based on this or a combination of 
these with a normal procedure. 

1H-NMR (CDC13) 6 : 1.50-3.00 (13H, m), 3.40-3.92 (2H, m), 5.14-5.50 (1H, m), 6.40-8.80 (11H, 
m) 

ESI-MS (m/e): 506 (M+H). 
Example 134 

l-f2-(6-[bi phenvl-3-vloxvV2-pvridine-2-vl-3H-ben2imida2ol-5-vn-pyrrolidin-l-vlV 
ethanone 

Using 3-bromo-biphenyl, the title compound was obtained by the same process as in Example 

122, a process based on this or a combination of these with a normal procedure. 

1H-NMR (CDC13) d : 0.80-2.50 (7H, m), 3.40-3.91 (2H, m), 5.20-5.60 (1H, m), 6.80-7.95 (13H, 
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m), 8.25-8.45 (1H, m), 8.50-8.70 (1H, m). 
ESI-MS (m/e): 475 (M+H). 

Example 135 

l-te-(6-(4-fpropane-2-sulfopvr)-phenoxy) 
2>pvridine-2-vl-3H-benzimidazol-5-vi)-pvrrolidiD-l-vn-etfaanone 

Using l-iodo-4-(pr9pane-2-sulfonyl)-benzene, the title compound was obtained by the same 
process as in Example 122,. a process based on this or a combination of these with a normal 
procedure. 

1H-NMR (CDC13) 8 : 1.10-2.50 (13H, m), 3.05-3.30 (1H, m), 3.50-3.95 (2H, m), 5.05-5.50 (1H, 
m), 7.00-7.95 (8H, m), 8.30-8.50 (1H, m), 8.58-8.75 (1H, m), 10, 60-10.95 (1H, m). 
ESI-MS (m/e): 505 (M+H). 

Example 136 

4-(6-( 1 -acetvl-pvrrolidin-2-vlV2-pvridine-2-vl- 1 H-benzimidazol-5-vloxvV2-frifluoromethvI-benz 
onitrile 

Using 4-bromo-2-trifluoromethyl-benzonitrile, the title compound was obtained by the same 
process as in Example 122, a process based on this or a combination of these with a normal 
procedure. 

1H-NMR (CDC13) 6 : 1.10-2.45 (7H, m), 3.50-3.95 (2H, m), 5.00-5.45 (1H, m), 6.60-7.95 (7H, 
m), 8.30-8.45 (1H, m), 8.55-8.75 (1H, m.), 10.80-11.60 (1H, m). 
ESI-MS (m/e): 492 (M+H). 

Examples 137-1, 137-2 

4-(6-n-aceM-pvn-oHdin-2-vlV2-pvridm^ 
amide • monotrifluoroacetic acid salt 
4-(6-n-acetvl-p\Hrrohdin-2-vlV2-p 
hvl-benzamide * monotrifluoroacetic acid salt 

Using 4-(6-( 1 -acetyl-pyrrohdin-2-yl)-2-pyridine-2-yl- 1 H-benzimidazol-5-yloxy)-2- 

trifluoromethyl-benzonitrile obtained in Example 136, the title compounds were respectively 
obtained by the same process as in Example 121 (Step 12), a process based on this or a 
combination of these with a normal procedure. 

4-f6-fl-acetvl-pmoUdin-2-vlV2-pvridine-2-vI-lH-benzimidazol-5-vloxvV2-trifluoro 
amide * monotrifluoroacetic acid salt 

1H-NMR(CD30D) 6 : 1.05-2.80 (7H, m), 3.50-4.20 (2H, m), 5.30-5.45 (1H, m), 7.30-7.80 (6H, 
m), 8.05-8.20 (1H, m), 8.20-8.38 (1H, m), 8.80-8.90 (1H, m). 
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ESI-MS (m/e): 510 (M+H). 

4-(6-( 1 -acetvl-pvrrolidin-2-viy 2-p vridine-2- vl- 1 H-benzimidazol-5- vlox vVN-ethvl-2- trifluorome^ 
hvl-benzamide * monotrifluoroacetic acid salt 

1H-NMR(CD30D) 6 : 1.05-2.80 (10H, m), 3.60-4.05 (2H, m), 4.80-5.00 (2H, m), 5.30-5.45 (1H, 
m), 7.30-7.80 (5H, m), 8.05-8.20 (1H, m), 8.20-8.38 (1H, m), 8.80-8.90 (1H, m), 9.10-9.30 (1H, 
m). 

ESI-MS (m/e): 538 (M+H). 
Example 138 

l-(2-(6-(4-r2-dimethvlamino-etto^ 
n-l-vO-ethanone 

Using (2-(4-iodo-phenoxy)-ethyl)-dimethylamine, the title compound was obtained by the same 
process as in Example 122, a process based on this or a combination of these with a normal 
procedure. 

1H-NMR(CDC13) 6 : 1.05-2.90 (13H, m), 3.00-4.45 (6H, m), 5.20-5.45 (1H, m), 6.80-8.00 (8H, 
m), 8.25-8.40 (1H, m), 8.50-8.80 (1H, m). 
ESI-MS (m/e): 486 (M+H). 

Example 139 

1 -(2-( 6-(4-hvdroxvmeth vl-phenoxv)-2-pvridine-2-vl-3H-benzimidazol-5-vlVpvrrolidin- 1 -vlVetha 
none 

Using 4-bromo-benzylalcohol, the title compound was obtained as a white solid by the same 
process as in Example 122, a process based on this or a combination of these with a normal 
procedure. 

1H-NMR (CDC13) 6 : 1.68-2.40 (7H, m), 3.53-3.88 (2H, m), 4.62-4.72 (2H, m), 5.22-5.56 (1H, 
m), 6.82-7.62 (7H, m), 7.80-7.89 (1H, m), 8.32-8.40 (1H, m), 8.55-8.64 (1H, m). 
ESI-MS (m/e): 429 (M+H). 

Example 140 

4-(6-n-aceM-pvn-olidin-2-vlV2-pvridi 
ide 

Using 4-bromobenzoic acid dimethyl amide, the title compound was obtained as a white solid by 
the same process as in Example 122, a process based on this or a combination of these with a 
normal procedure. 

1H-NMR (CDC13) 6 : 1.81-2.40 (7H, m), 2.98-3.17 (6H, m), 3.56-3.87 (2H, m), 5.20-5,53 (1H, 
m), 6.93-7.65 (7H, m), 7.81-7.89 (1H, m), 8-33-8.41 (1H, m), 8.60-8.67 (1H, m). 
ESI-MS (m/e): 470 (M+H). 
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Example 141 

4-(6-(l-acetvl-pyrrolidi^^ 

Using 4-bromo-N-methylbenzamide, the title compound was obtained as a white solid by die 
same process as in Example 122, a process based on this or a combination of these with a normal 
procedure. 

1H-NMR (CDC13) 6 : 1.80-2.39 (4H, m), 1.84 and 2.16 (total 3H, each s), 2.98-3.02 (3H, m), 
3.58-3.74 (1H, m), 3.78-3.87 (1H, m), 5.16-5.43 (1H, m), 6.74-7.89 (8H, m), 8.36-8.39 (1H, m), 
8.63-8.66 (1H, m). 
ESI-MS (m/e): 456 (M+H). 

Example 142 

H2-(2-pvridine-2-vl-6-tt-rpv^ 
1-vn-ethanone 

Using (4-bromo-phenyl)-pyrrolidine-l-yl-methanone, the title compound was obtained as a white 
solid by the same process as in Example 122, a process based on this or a combination of these 
with a normal procedure. 

1H-NMR (CDC13) 6 : 1.80-2.40 (8H, m), 1.87 and 2.21 (total 3H, each s), 3.43-3.52 (2H, m), 
3.60-3.71 (3H, m), 3.81-3.90 (1H, m), 5.21-5.50 (1H, m), 6.84-7.02 (2H, m), 7-25-7.58 (5H, m), 
7.83-7.93 (1H, m), 8.36-8.45 (1H, m), 8.62-8.67 (1H, m). 
ESI-MS (m/e): 496 (M+H), 

Example 143 

H2-(6-(4-rmorpholme-4-carbonvn-pte 
1-vlVethanone 

Using (4-brpmo-phenyl)-morpholin-4-yl-methanone, the title compound was obtained as a white 
solid by the same process as in Example 122, a process based on this or a combination of these 
with a normal procedure. 

1H-NMR (CDC13) 6 : 1.78-2.62 (7H, m), 3.40-3.90 (10H, m), 5.23-5.50 (1H, m), 6.82-7.54 (7H, 
m), 7.86-7.94 (1H, m), 8.38-8.46 (1H, m), 8.64-8.69 (1H, m). 
ESI-MS (m/e): 512 (M+H). 

Example 144 

4-(6-(l-acetvl-pvrroUdin-2-vlV2-p\Tia^ne-2-vl-lH-ben zimidazol-5-vloxv) benzoic acid « 
monotrifluoroacetic acid salt 

Using 4-bromo-benzoic acid, the title compound was obtained as a white solid by the same 
process as in Example 122, a process based on tins or a combination of these with a normal 
procedure. 
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1H-NMR (CDC13) 6 : 1.86 and 2.10 (total 3H, each s), 1.92-2.48 (4H, m), 3.41-3.90 (2H, m), 
5.36-5.39 (1H, m), 7.13-7.72 (5H, m), 8.00-8.07 (3H, m), 8.22-8.26 (1H, m), 8.73-8.80 (1H, m). 
ESI-MS (m/e): 443 (M+H). 

Example 145 

l-(2-(6-(4-rpiperidine-l-caibonv^ 
-yl)-ethanpne 

Using (4-bromo-phenyl)-piperidine-l-yl-methanone, the title compound was obtained as a white 
solid by the same process as in Example 122, a process based on this or a combination of these 
with a normal procedure. 

1H-NMR (CDC13) 8 : 1.45-2.40 (10H, m), 1.88 and 2.20 (total 3H, each s), 3.30-3.90 (6H, m), 
5.23-5.53 (1H, m), 6.83-7.55 (7H, m), 7.84-7.94 (1H, m), 8.37-8.46 (1H, m), 8.63-8.68 (1H, m). 
ESI-MS (m/e): 510 (M+H). 

Example 146 

l-q-(6-(4-r4-aceM-piperazme-l-carb^ 
rolidin-H-yD-ethanone 

Using l-(4-(4-bromo-benzoyl)-piperazine-l-yl)-ethanone, the title compound was obtained as a 
white solid by the same process as in Example 122, a process based on this or a combination of 
these with a normal procedure. 

1H-NMR (CDC13) 6 : 1.84-2.40 (10H, m), 3.24-3.88 (10H, m), 5.22-5;48 (1H, m), 6.94-7.09 (2H, 
m), 7.22-7.48 (5H, m), 7.84-7.93 (1H, m), 8.37-8.43 (1H, m), 8.63-8.66 (1H, m)ESI-MS (m/e): 
553 (M+H). 

Example 147 

4-(6-( r l-acetvl-pviTolidin-2-vlV2-pvridine-2-vl-lH-benzimida2ol-5-vloxvVben 
Step 1 

Synthesis of 4-(6-a-ace tvl-pvn'olidin-2-vlV2-pvridme-2-vl-l-(2-trimethvl silanvl- ethoxvmethvn 
-lH-benzimidazol-5-vloxvVbenzonitrile 

To N-methyl-pyrrolidinone 1 ml solution of 4-fluoro cyanobenzene 20 mg and 30 mg of 
1 -(2-(6-hydroxy-2-pyridine-2-yl-3 -(2-trm 

rolidin-l-yl)-ethanone obtained in Example i21 (Step 10) was added sodium hydride 5.8 mg, and 
the reaction liquor was stirred at 100°C in sealed tube overnight After cooling, saturated aqueous 
sodium bicarbonate was added to the reaction liquid and extraction with ethyl acetate was carried 
out, and the organic layer was washed with water and dried with anhydrous magnesium sulphate. 
The solvent was eliminated by distillation under reduced pressure, and the obtained residue was 
refined by thin layer chromatography fractionation and recovery (Kieselgel™60F 2 54, Art5744 
(Merck Co.), chloroform/methanol = 9/1), and obtained the title compound as a yellow oily 
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substance. 
Step 2 

Production of 4'(6-n-acetvl-pvrrolidin-2-vlV2-pvridine-2-vUlH-benzimida2ol-S-vloxvV 
benzonitrile 

Using 4^6-(l-acetyl-pyrrolidin-2-yl)-2-pyridine-2-yl-l-(2-trimethyl silanyl- ethoxymethyl)-lH- 
benzimidazol-5-yloxy)-benzonitrile, the title compound was obtained as an oily substance by the 
same process as in Example 121 (Step 12), a process based on this or a combination of these with 
a normal procedure. 

1H-NMR (CDC13) 6 : 1.52-2.42 (7H, m), 3.42-3.92 (2H, m), 5.02-5.40 (1H, m), 6.77-7.75 (7H, 
m), 7.75-7.94 (1H, m), 8.20-8.46 (1H, m), 8.50-8.69 (1H, m), 10.67-1 1 .06 (1H, m). 
ESI-MS (m/e): 424 (M+H). 

Example 148 

4-(6-(l-acetvl-pwolidin-2-vlV2-pv^ 

Using 4-(6-(l-acetyl-pynoUdin-2-yl)-2-pyridine--2-yl-lH-ben2imidazol-5-yloxy)- benzonitrile 

obtained in Example 147, the title compound was obtained by the same process as in Example 43, 

a process based on this or a combination of these with a normal procedure. 

1H-NMR (CDC13) 6 : 1.05-2.40 (7H, m), 3.43-3.89 (2H, m), 5.10-6.32 (3H, m), 6.88-7.90 (8H, 

m), 8.27-8.42 (1H, m), 8.53-8.68 (1H, m), 10.47-1 1.80 (1H, m). 

ESI-MS (m/e): 442 (M+H). 

Example 149 

2-f6-fl-acet vl-pwolidin-2-vlV2-pvridine-2-vl-lH-benzimidazol-5-vloxvVbenzonitrile 

Using 2-fluoro-benzonitrile, the title compound was obtained as an oily substance by the same 

process as in Example 147, a process based on this or a combination of these with a normal 

procedure. 

1H-NMR (CDC13) 6 : 1.50-2.49 (7H, m), 3.43-3.89 (2H, m), 5.10-5.34 (1H, m), 6.83-7.92 (8H, 
m), 8.31-8.42 (1H, m), 8.53-8.68 (1H, m), 10.80-11.23 (1H, m). 
ESI-MS (m/e): 424 (M+H). 

Example 150 

2-(6-(^acetyl-pyiTolidm-2^ 

Using 2-(6-( 1 -acetyl-py rrolidin-2-yl)-2-pyridine-2-yl- 1 H-benzimidazol-5 -y loxy)- benzonitrile 
obtained in Example 149, the title compound was obtained as an oily substance by the same 
process as in Example 43, a process based on this or a combination of these with a normal 
procedure. 

1H-NMR (CDC13) 6 : 1.52-2.46 (7H, m), 3.43-3.91 (2H, m), 5.10-5.51 (1H, m), 5.99 (1H, brs), 
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6.72-7.98 (8H, m), 8.26-8.43 (2H, m), 8.59-8.70 (1H, m), 10.58-10.94 (1H, m). 
ESI-MS (m/e): 442 (M+H). 

Example 151 

H2-(6-(4-nitro-phenox vV2-pvri^^ 
ethanone 

Using 4-fluoro-nitrobenzene, the title compound was obtained by the same process as in Example 

147, a process based on this or a combination of these with a normal procedure. 

1H-NMR (CDC13) 6 : 1.40-2.50 (7H, m), 3.50-3.95, (2H, m), 5.05-5.40 (1H, m), 7.00-7.80 (5H, 

m), 7.80-7.95 (1H, m), 8.15-8.30 (2H, m), 8.30-8.45 (1H, m), 8.60-8.70 (1H, m), 10.60-11.00 

0H,m). 

ESI-MS (m/e): 444 (M+H). 
Example 152 

l-(2-tt-pwidine-2-vl-6-(4-r2H-te^ 
thanone 

Using 4-(6-(l-acetyl-pyrroiidin-2-yl)-2-pyridine-2-yl-l-(2-trim 

lH-benzimidazole-5.-yloxy)-benzonitrile obtained in Example 147 (Step 1), the title compound 
was obtained by the same process as in Example 60 and Example 121 (Step 12), a process based 
on these or a combination of these with a normal procedure. 

1H-NMR (CDC13) 8 : 1.51-2.58 (7H, m), 3.43-3.90 (2H, M), 5.09-5.55 (1H, m).6.73-7.60, 
7.69-8.04, 8.29-8.69 (10H, each m). 
ESI-MS (m/e): 467 (M+H). 

Example 153 

!-(2-(6-f4^fS-metfaYHUi41 oxadiazol-3-vl1-phenoxvV2-pvridine-2-vl-3H-benzimidazol-5-vn 

pvrrolidin-1 -vlVethanone 
Using 

4-(6-( 1 -acetyl-pyrrolidin-2-yl)-2-phenyl- 1 -(2-trimethylsilanyl-ethoxymethyl)- 1 H-benzimidazol-5 
-yloxy)-benzonitrile obtained in Example 147 (Step 1), the title compound was obtained by the 
same process as in Example 61, Example 64 and Example 121 (Step 12), a process based on 
these or a combination of these with a normal procedure. 

1H-NMR (CDC13) 6 : 1.49-2-7 (10H, m), 3.39-3.90 (2H, m), 5.17-5.52 (1H, m), 6.26-8.89 (11H, 
m). 

ESI-MS (m/e): 481 (M+H). 
Example 154 

3^4-(6-(l-acetvl-pmolidin-2-vn^^ 
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oxadiazole-5-one 

Using 4-(6-( 1 -ace tyl-pyrro lidin-2-yl)-2-pyridine-2-y 1- 1 -(2-trimethy lsilanyl-ethoxymethyl) - 1 H 

-benzimidazol-5-yloxy)-benzonitrile obtained in Example 147 (Step 1), the title compound was 

obtained by the same process as in Example 61, Example 62 and Example 121 (Step 12), a 

process based on these or a combination of these with a normal procedure. 

1H-NMR (CDC13) 6 : 1.82-2.47 (7H, m), 3.60-3.3.94 (2H, m), 5.24-5.43 (1H, m), 7.15-8.05 (8H, 

m), 8.23-8.31 (1H, m), 8.71-8.78 (1H, m) 

ESI-MS (m/e): 483 (M+H). 

Example 155 

5-f6-n-aceM-pvm>lidin-2-viV2-pvridm^ 

zole-2-one 

Stepl 

Synthesis of l-(2-f6-f3.4-dinitro-phenoxvV2-pvridme-2-vl-3-(2-trimethvlsilanvl- ethoxymethyH 
-3H-benzimidazol-5-vlVpvrroiidin-l-vn-ethanone 

Using 4-fluoro-l,2-dinitro-benzene, the title compound was obtained as red oily substance by the 
same process as in Example 147 (Step 1), a process based on this or a combination of these with a 
normal procedure. 

1H-NMR(CD30D) 8 : 1.80-2.57 (7H, m), 3.61-4.02 (2H, m), 5.27-5.60 (1H, m), 6.77-7.60 (6H, 
m), 7.91-8.06 (1H, m), 8.17-8.33 (1H, m), 8.72 (1H, brs). 
ESI-MS (m/e): 455 (M+H). 

Step 2 

Synthesis of l-f2-f6-f3.4-diamino-phenoxv]-2-pvridine-2-vl-3-(2-trimethvlsilanvl- 

ethoxvmethvn-3H-benzimidazol-5-vn-pvrrolidin-l-vn-ethanone 

To ethanol 1 ml solution of 72 mg of l-(2-(6-[3,4-dinitro-phenoxy]-2-pyridine-2-yl-3 
-(2-trimethylsilanyl-ethoxymethyl)-3H-b^ 1 -yl)-ethanone were added 

hydrazine monohydrate 0.030 ml, expanded Raney nickel catalyst 20 mg, and the reaction liquor 
was stirred at room temperature for two hours. The catalyst was eliminated by filtration by celite, 
and the solvent was eliminated by distillation under reduced pressure. The obtained residue was 
refined by preparative thin layer chromatography (Kieselgel™60F 2 54> Art5744 (Merck Co.), 
chloroform/methanol = 9/1), and obtained the title compound as brown oily substance. 

Step 3 

Synthesis of 5-f6-(l-aceWl-p\TroUdin-2-vlV2-pvridine-2-vl-l-^2-trimethvl silanvl-ethoxvmethvO 
-1 H-benzimidazol-5-vloxvV 1 .3-dihvdro-benzimidazote-2-one 

Using l-(2-(6-[3,4-diamino-phenoxy]-2-pyridine-2-yl-3-(2-trimethyl silanyl-ethoxymethyl) -3H- 
benzimidazol-5-yl)-pyrrolidin-l-yl)-ethanone, the title compound was obtained as brown oily 
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substance by the same process as in Example 62, a process based on this or a combination of 
these with a normal procedure. 

Step 4 

Production of S-f6-fl-acetvl-pvrrolidin>2-vlV2'pvridine-2-vl-lH-benzimidazol -5-vloxV> -1.3 
-dihvdrobenzimidazole-2-one 

Using 5-(6-(l-acetyl-pyiTolidin-2-yl)-2-pyridine-2-yl-l<2-trimethyl silanyl-ethoxymethyl) -1H- 
benzimidazol-5-yloxy)-l,3,-dihydro-benzimidazole-2-one, the title compound was obtained as 
amorphous material by the same process as in Example 121 (Step 12), a process based on this or 
a combination of these with a normal procedure. 

1H-NMR (CDC13) 6 : 1.80-2.57 (7H, m), 3.61-4.02 (2H, m), 5.27-5.60 (1H, m), 6.77-7.60 (6H, 
m), 7.91-8.06 (1H, m), 8.17-8.33 (1H, m), 8.72 (1H, brs). 
ESI-MS (m/e): 455 (M+H). 

Example 156 

1 -(2-( 6-r3 H-benzimidazol-5-vloxv1-2-p\aidine-2-vl-3H-benzimidazol-5-vlVpvrrolidin- 1 -vlVetha 
aone 

l-(2-(6-[3,4-diamino-phenoxy]-2-pyridine^ 

dazol-5-yl)-pyrrolidin-l-yl)-ethanone obtained in Example 155 (Step 2) 19 mg was dissolved in 
formic acid 1 ml, and the reaction liquor was stirred at 100°C for two hours. The reaction liquor 
was concentrated under reduced pressure, and the obtained residue was purified by reverse phase 
medium pressure liquid chromatography (ODS-AS-360-CC (made by YMC Co) mobile phase: 
water-acetonitrile-0.1% trifluoroacetic acid), and the title compound was obtained. 
1H-NMR(CD30D) 6 : 1.80-2.2.55 (7H, m), 3.60-4.00 (2H, m), 5-33-5.69 (1H, m), 7.00-7.80, 
7.91-8.04, 8.16-8.30, 8.67-8.80 (10H, each m). 
ESI-MS (m/e): 439 (M+H). 

Example 157 

l-(2-(6-(2-methvl-3H-benzimidazol-5^ 
1-vlVethanone 

Using acetic acid, the title compound was obtained by the same process as in Example 156, a 
process based on this or a combination of these with a normal procedure. 

1H-NMR(CD30D) 6 : 1.69-2.63 (10H, m), 3.42-3.91 (2H, m), 5.20-5.64 (1H, m), 6.58-7.87 (9H, 
m), 8.22-8.66 (2H, m). 
ESI-MS (m/e): 453 (M+H). 

Example 158 

5-(6-q-aceM-pviTotidm-2-vlV2-p^ 



©Rising Sun Communications Ltd 



http://www.risingsun.co. uk 



WO05-063738 



151 



Caution : Translation Standard is 
Post-Edited Machine Translation 



lie 

Using 5-bromo-pyrimidine-2-carbonitrile, the tide compound was obtained as a white solid by 
the same process as in Example 147, a process based on this or a combination of these with a 
normal procedure. 

1H-NMR (CDC13) 6 : 1.81-2.40 (7H, m), 3.56-3.88 (2H, m), 5.08-5.34 (1H, m), 6.75-7.70 (3H, 
m)7.81-7.90 (1H, m), 8.33-8.63 (4H, m). 
ESI-MS (m/e): 426 (M+H). 

Example 159 

5-f6-n-acetvl-pvn-olidin-2-vlV2-pv^ 
mide 

Using 5-(6-(l-acetyl-pyrrolidin-2-yl)-2-pyridine-2-yl- lH-benzimidazol-5-yloxy)- 

pyrimidine-2-carbonitrile obtained in Example 158, it was obtained as a white solid by the same 
process as in Example 43, a process based on this or a combination of these with a normal 
procedure. 

1H-NMR (CDC13) b : 1.79-2.42 (7,H, m), 3.60-3.90 (2H, m), 5.18-5.39 (1H, m), 6.99-7.71 (3H, 
m), 7.82-7.92 (1H, m), 8.34-8.42 (1H, m), 8-55-8.65 (3H, m). 
ESI-MS (m/e): 444 (M+H). 

Example 160 

4-(6-( 1 -acetvl-Dvrrolidin-2-vl V2-p vridine-2-vl- 1 H-benzimidazol-5-vloxv) benzoic acid ethvl 
ester 

Using 4-fluorobenzoic acid ethyl ester, it was obtained as a white solid by the same process as in 
Example 147, a process based on this or a combination of these with a normal procedure. 
1H-NMR (CDC13) 6 : 1.24-1.41 (3H, m), 1.70-2.38 (7H, m), 3.53-3.87 (2H, m), 4.32-4.41 (2H, 
m), 5.14-5.45 (1H, m), 6.96-7.67 (5H, m), 7.82-7.91 (1H, m), 7.98-8.06 (2H, m), 8.34-8.43 (1H, 
m), 8.61-8.68 (lH,m). 
ESI-MS (m/e): 471 (M+H). 

Example 161 

l-(2-(6-phenethvl oxv-2-pvridine-2-vl-3H-benzimidazol-5-vn-pvrrolidin-l-vn-ethanone 
Step 1 

Synthesis of 1 -( 2-f6-phenethvl oxv-2-pyridine-2-vl-3-f 2-trimethvl silanvl-ethoxymethvlV 
3H-benzimidazol-5-vn-pvrrolidin-l-vlVethanone 

To tetrahydrofiiran 1 ml solution of 29.2 mg of 
l-(2-(6-hydroxy-2-pyridine-2-yl-3-(2-trimethy 

rolidin-l-yl)-ethanone obtained in Example 121 (Step 10) were added successively 
diisopropylamine 0.019 ml, triphenyl phosphine 27.6 mg, 2-phenyl-ethanol 0.011 ml, and the 
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reaction liquor was stirred at room temperature for six hours. Diisopropylamine 0.040. ml, 
triphenyl phosphine 53.2 mg, 2-phenyl-ethanol 0.023 ml were added successively to the reaction 
liquor, and the reaction liquor was stirred at room temperature overnight Saturated aqueous 
sodium bicarbonate was added to the reaction liquor, extracted with acetic acid ethyl ester and 
dried with anhydrous magnesium sulphate. The solvent was eliminated by distillation under 
reduced pressure, and the obtained residue was refined by preparative thin layer chromatography 
(Kieselgel™60F 2 54, Art5744 (Merck Co.), ethyl acetate), and obtained the title compound as 
brown oily substance. 

Step 2 

Production of l-(2-(6-phenethvl oxv-2-pvridine-2-vl-3H-ben2amidazol- 5-vlV 
pynrolidin- 1 -y D-ethanone 

Using 1 -(2-(6-phenethyl oxy-2-pyridine-2-yl-3-(2-trimethyl silanyl-ethoxymethyl)- 
3H-ben2imidazol-5-yl)-pyrrolidin-l-yl)-ethanbne, the title compound was obtained as an oily 
substance by the same process as in Example 121 (Step 12), a process based on this or a 
combination of these with a normal procedure. 

1H-NMR(CDC13) 5 1.59-2.23 (7H, m), 2.87-3.10, 3.50-3.86, 3.96-4.35 (6H, each m), 
5.04-5-13,5.46-5.57 (1H, each m), 6.53-7.55 (8H, m), 7.77-7.89 (1H, m), 8.32-8.40 (1H, m), 
8.54-8.65 (1H, m), 10.73-11.14 (1H, m) 
ES1-MS (m/e): 4271 (M+H). 

Example 162 

l-(2-(6-(4- methanesulphonvl-phenoxvV2-pvri^ 

thanone 

Stepl 

Synthesis of 2-(2-fluoro-5-nitro-phenvlVpvrrole-l-carboxvlic acid t-butvl ester 
To a mixed solution of 3-bromo-4-fluoro-nitrobenzene 4.3 g, dimethoxy ethane 130 ml of 
l-(t-butoxy carbonyl) pyrrole-2-boron acid 5.0 g and water 22 ml, tetrakis triphenylphosphine 
palladium 1.1 g, sodium carbonate 4.2 g were added and the reaction liquor was heated under 
reflux overnight Saturated aqueous sodium bicarbonate was added to the reaction liquid and the 
liquid was extracted with ethyl acetate, and the organic layer was washed successively with water 
and saturated aqueous sodium chloride solution, and it was dried with anhydrous sodium sulphate. 
The solvent was eliminated by distillation under reduced pressure and the obtained residue was 
purified using silica gel column chromatography (eluent: hexane/ethyl acetate = 20/1), and the 
title compound was obtained as a yellow oily substance. 

Step 2 

Synthesis of 2-((2-(4-methanesulphonvl-phenoxv)-5-nitro>phenvlVpvrrole-l-carboxvlic acid 
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t-butyl ester 

To 2-(2-fluoro-5-nitro-phenyl>pyrrole-l-carboxylic acid t-butyl ester 2.5 g and 
4-methansulphonyl-phenol 1.55 g dissolved in dimethylfonnamide 20 ml was added potassium 
carbonate 3.38 g, and the reaction liquor was stirred at 100°C for two hours. After cooling, water 
was added to the reaction liquid and the liquid was extracted with ethyl acetate, washed with 
water and saturated aqueous sodium chloride solution, and the organic layer was dried with 
anhydrous sodium sulphate. The solvent was eliminated by distillation under reduced pressure 
and the obtained residue was purified using silica gel column chromatography (eluent: hexane / 
ethyl acetate = 2/1), and the title compound was obtained as a straw-coloured solid. 

Step 3 

Synthesis of 2-(5-amino-2-(4-methanesulphonvl-phenoxvVphenvlVpvrrolidine-l-carboxvlic acid 
t-butvl ester 

To ethanol solution 120 ml of 2-((2-(4-methanesulphonyl-phenoxy)-5- 
nitro-phenyl)-pyrrole-l-carboxylic acid t-butyl ester 2.87 g was added 5 % platinum carbon 
catalyst 1.0 g, and the reaction liquor was stirred under a hydrogen atmosphere overnight. The 
catalyst was eliminated by filtration with celite, and the solvent was eliminated by distillation 
under reduced pressure. The obtained residue was purified using silica gel column 
chromatography (eluent: hexane / ethyl acetate = 1/1 -ethyl acetate), and the title compound was 
obtained as a white solid. 

Step 4 

Synthesis of l-(2-(5S>aminn^-(4- methanesulphonvl-phenoxvVphenvlVpvn-olidin-l-vn 
-2.2.2-trifluoro-ethanone 

Zinc powder 342 mg and chloroformic acid benzyl ester 650 mg were added to benzene 25 ml 
solution of T 2-(5-amino-2-(4.-methanesulphonyl-phenoxy) -phenyl)-pyrrolidine-l- carboxylic acid 
t-butyl ester 1.51g, and the reaction liquor was stirred at room temperature overnight The 
reaction liquor was filtered with celite, and saturated aqueous sodium bicarbonate was added to 
filtrate, extracted with ethyl acetate, and the organic layer was washed successively with water 
and saturated aqueous sodium chloride solution, and it was dried with anhydrous sodium sulphate. 
The solvent was eliminated by distillation under reduced pressure, and the obtained crude product 
was dissolved in 4 N hydrochloric acid-l,4-dioxane 20 ml, and the reaction liquor was stirred at 
room temperature for three hours. The reaction liquor was concentrated down by distillation 
under reduced pressure, and thereafter the obtained crude product was dissolved in chloroform 30 
ml, and pyridine 2 ml and anhydrous trifluoroacetic acid 0.5 ml were added under ice cooling, 
and the reaction liquor was stirred at room temperature for two hours. 1 N hydrochloric acid was 
added to the reaction liquid and the liquid was extracted with ethyl acetate, and washed with 
water, saturated aqueous sodium bicarbonate and saturated aqueous sodium chloride solution, and 
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the organic layer was dried with anhydrous sodium sulphate. The solvent was eliminated by 
distillation under reduced pressure, and 10 % palladium-carbon catalyst 50 mg was added to 
methanol 100 ml solution of the obtained crude product, and the reaction liquor was stirred under 
a hydrogen atmosphere overnight. The catalyst was eliminated by filtration with celite, and the 
solvent was eliminated by distillation under reduced pressure. The obtained residue was purified 
using silica gel column chromatography (eluent: hexane / ethyl acetate = 1/1-1/3), and the title 
compound was obtained as a white solid. 

Step 5 

Synthesis of l-f2-(5-amino-2-f4-metfaanesulphonvl-phenoxvM-nitro-phenvlVpvrrolidin 

-1 -vlV2.2.2-trifluoro-ethanone 

To trifluoroacetic acid 2 ml solution of 588 mg of 
l-(2-(5^ammo-2-(4-methanesulphonyl-phe 

e was added potassium nitrate 153 mg, and the reaction liquor was stirred at room temperature 
overnight Saturated aqueous sodium bicarbonate was added to the reaction liquor, and it was 
neutralized and thereafter, it was extracted with ethyl acetate, and the organic layer was washed 
with saturated aqueous sodium chloride solution and was dried with anhydrous sodium sulphate. 
The solvent was eliminated by distillation under reduced pressure and the obtained residue was 
purified using silica gel column chromatography (eluent: hexane / ethyl acetate = 1/1), and the 
title compound was obtained as yellow solid. 

Step 6 

S^thesis of 2.2.2-trifluoro4-r2-f6->f4-methanesulphonv^phenoxvV2-pvridine-2-vU3H 

-benzimidazol-5-vlVpvrrolidin-l-vlVethanone 

To ethanol 10 ml solution of 521 mg of 

1 -(2-(5-amino-2-(4-methanesulphonyl-phenoxy)^-nitro-phenyl)-pyrrolidin- 1 -y l)-2,2,2-trifluoro- 
ethanone was added expanded Raney nickel catalyst 100 mg, and under a hydrogen atmosphere, 
the reaction liquor was stirred overnight The catalyst was eliminated by filtration with celite, and 
the solvent was eliminated by distillation under reduced pressure, and the crude product was 
obtained. To methanol 10 ml solution of the obtained crude product 448 mg, 
pyridine-2-carboxaldehyde 226 mg was added, and the reaction liquor was stirred at 50°C 
overnight 

Water was added to the reaction liquid and the liquid extracted with ethyl acetate, and the organic 
layer was washed with water and saturated aqueous sodium chloride solution, and was dried with 
anhydrous sodium sulphate. The solvent was eliminated by distillation under reduced pressure 
and the obtained residue was purified using silica gel column chromatography (eluent: 
chloroform / methanol = 20/1), and the title compound was obtained as a straw-coloured solid. 
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Step 7 

Synthesis of 5-f4>metfaancsulphonvl-phenoxvV2-pvridine"2~vl-6-pvrrolidine-2-vl 

-1 H-benzimidazole 

To mixed solution of water 3 ml and methanol 16 ml of 375 mg 
2,2,2-trifluoro-l-(2-(6-(4-methanesulphonyl-phenoxy)-2-pyr^^ 

rrolidin-l-yl)-ethanone was added potassium carbonate 500 mg, and the reaction liquor was 
stirred at room temperature overnight The reaction liquor was concentrated down by distillation 
under reduced pressure, and saturated aqueous sodium bicarbonate was added and diluted, and 
thereafter, it was extracted with ethyl acetate, and the organic layer was washed with saturated 
aqueous sodium chloride solution, and was dried with anhydrous sodium sulphate. 

The solvent was eliminated by distillation under reduced pressure and the obtained residue was 
purified using silica gel column chromatography (eluent: chloroform / methanol / ammonia water 
= 10/1/0.1), and the title compound was obtained as a straw-coloured solid. 

Step 8 

Production of l-( , 2-( r 6-f4-methanesulphonvl-phenoxvV2"pvridine-2-vl-3H -benzimidazol- 5-vO 
-pyrrolidin- 1 -vO-ethanone 

To methylene chloride 1 ml solution of 5-(4-methanesulphonyl-phenoxy) 
-2-pyridine-2-yl-6-pyrroiidine-2-yl-l H-benzimidazole 10 mg, acetic anhydride 0.003 ml was 
added, and thereafter the reaction liquor was stirred at room temperature for one hour. The 
reaction solvent was eliminated by distillation under reduced pressure, and the obtained residue 
was refined by preparative thin layer chromatography (Kieselgel™60F254, Art5744 (Merck Co.), 
chloroform/methanol = 10/1), and obtained the title compound as a white solid. 
1H-NMR (CDC13) 6 : 1.60-2.40 (7H, m), 3.05 and 3.08 (total 3H, each s), 3.52-3.90 (2H, m), 
5.13-5.37 (1H, m), 7.08-7.69 (5H, m), 7.83-7.97 (3H, m), 8.32-8.40 (1H, m), 8.61-8.70 (1H, m). 
ESI-MS (m/e): 477 (M+H). 

Example 163 

1 -(2-(6-(4-methanesulphonyl-phenoxvV2-p\aridine-2-yl-3H-benzimidazol-5-ylVpvn-olidin- 1 -ylVe 
thanone enantiomer A and enantiomer B 

5-(4-methanesulphonyl-phenoxy)-2-pyridine-2-yl-6-pyxrohdine-2-yl-lH-benzimidazol 230 mg 
obtained in Example 162 (Step 7) was optically-resolved using a column for optical resolution 
(CH1RALPAK AD 2 cmfy x 25 cmL (made by Daicel Chemicals Co.), mobile phase: hexane / 
2-propanol / diethylamine 20/80/0.1, flow rate: 10 ml/min), and enantiomer A (retention time: 
19.0 min), enantiomer B (retention time: 32.2 min) were respectively obtained as yellow oily 
substance. 
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Example 164 

l-(2-(6^4-me&anesulphonvl-phenoxvV 
thanone A 

To methylene chloride 1 ml solution of 12 mg of 
l-(2-(6-(4-methanesulphonyl-phenoxy)-2-pyridine-2-^^^ 

thanone enantiomer A obtained in Example 163 was added acetic anhydride 0.003 ml, and 
thereafter the reaction liquor was stirred at room temperature for one hour. The reaction solvent 
was eliminated by distillation under reduced pressure and the obtained residue was refined by 
preparative thin layer chromatography (Kieselgel™60F254, Art5744 (Merck Co.), 
chloroform/methanol = 10/1), and obtained the title compound, one of chiral body was obtained 
as a white solid. 

1H-NMR (CDC13) 5 : 1.60-2.40 (7H, m), 3.05 and 3.08 (total 3H, each s), 3.52-3.90 (2H, m), 
5.13-5.37 (1H, m), 7.08-7.69 (5H, m), 7.83-7.97 (3H, m), 8.35-8.43 (1H, m), 8.61-8.70 (1H, m), 
ES1-MS (m/e): 477 (M+H). 

Specific rotation: [ct] 24 D (c = 0.100, ethanol) -46.9°C. 
Example 165 

l-(2-(6-f4-methanesulphonyl-phenoxvV^ 
thanone B 

To methylene chloride 1 ml solution of l-(2-(6-(4-methanesulphonyl 
-phenoxy)-2-pyridine-2-yl-3H-benzimida2ol-5-yl)-pyrrolidin-l-yl)-ethanone enantiomer B 44 mg 
obtained in Example 163 was added acetic anhydride 0.01 1 ml, and thereafter the reaction liquor 
was stirred at room temperature for one hour. The reaction solvent was eliminated by distillation 
under reduced pressure, and the obtained residue was refined by preparative thin layer 
chromatography (Kieselgel™60F 2 54, Art5744 (Merck Co.), chloroform/methanol = 10/1), and 
obtained the title compound, one of chiral body as a white solid. 
ESI-MS (m/e): 477 (M+H). 

Specific rotation: [a] 24 D (c = 0.100, ethanol) +47.7°C. 
Example 166 

2,2,2-trifluoro-l-(2-(6-(4-fluoro-phenoxvV2-pra 
Vethanone 

Using 4-fluorophenol, the title compound was obtained as a white solid by process same as in 
Example 162 (Step 2)-(Step 6), a process based on these or combining these and the normal 
method. 

1H-NMR (CDC13) 6 : 1.96-2.21 (3H, m), 2.31-2.43 (1H, m), 3.77-4.08 (2H, m), 5.47-5.70 (1H, 
m), 6.88-6.91 (1H, m), 7.00-7.08 (4H, m), 7.26-7.50 (2H, m), 7-82-7.85 (1H, m), 8.31-8.35 (1H, 
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m), 8.57-8.61 (1H, m). 
ESI-MS (m/e): 471 (M+H). 

Example 167 

l-(2-(6-(4-fluoro-phenoxYV2-Pvridine-2^ 

Using 4-fluorophenol, the title compound was obtained as a white solid by process same as in 
Example 162 (Step 2)-(Step 8), a process based on these or combining these and the normal 
method. 

1HNM (CDC13) 5 : 1.83-2.03 (6H, m), 2.32-2.41 (1H, m), 3.58-3.86 (2H, m), 5.26-5.57 (1H, m), 
6.96-7.06 (5H, m), 7.24-7.35 (2H, m), 7.80-7.88 (1H, m), 8.30-8.37 (1H, m), 8.56-8.62 (1H, m). 
ESI-MS (m/e): 417 (M+H). 

Example 168 

l-(2-(6-(4-fluoro-phenoxvV2-pvridine-2-vl-3H-benzimi^^ 
hanone 

Using 4-fluorophenol, to chloroform 1 ml solution of 20 mg of 
5-(4-fluoro-phenoxy)-2-pyridine-2-yl-6-pyrrolidine-2-yl-lH-benzimidazole obtained by the same 
process as in Example 162 (Step 2)-(Step 7) were added successively glycolic acid 4.5 mg, 
N-hydroxybenzotriazole hydrate 12.3 mg and l-(3-dimethylaminopropyl)-3-ethyl carbodiimide 
hydrochloride 15.4 mg, and the reaction liquor was stirred at room temperature overnight The 
reaction solvent was eliminated by distillation under reduced pressure, and the obtained residue 
was refined by preparative thin layer chromatography (Kieselgel™60F254, Art5744 (Merck Co.), 
chloroform/methanol = 10/1), and obtained the title compound. 

1H-NMR (CDC13) 6 : 1.88-2.13 (3H, m), 2.20-2.43 (1H, m), 3.40-4.21 (4H, m), 5.14-5.60 (1H, 
m), 6.85-7.54 (7H, m), 7.78-7.86 (1H, m), 8.29-8.37 (1H, m), 8.56-8.61 (1H, m). 
ESI-MS (m/e): 433 (M+H). 

Example 169 

l-(2-(6-(4-fluoro-phenoxvV2-pwidine-2-vl-3H-benzim^ 
hanone 

Using methoxyacetic acid, it was obtained as a white solid by the same process as in Example 

168, a process based on this or a combination of these with a normal procedure. 

1H-NMR (CDC13) 6 : 1.80-2.41 (4H, m), 3.26-3.46 (3H, m), 3.52-4.16 (4H, m), 5.28-5.60 (1H, 

m), 6.79-7.57 (7H, m), 7.77-7.85 (1H, m), 8.28-8.38 (1H, m), 8.56-8.62 (1H, m) 

ESI-MS (m/e): 447 (M+H). 

Example 170 

l-(2-(6-(4-fluoro-phenoxvV2-pvridine-2-vl-3H-be 
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pane- 1 -one 

Using 3-phenyl-propionic acid, it was obtained as a white solid by the same process as in 
Example 168, a process based on this or a combination of these with a normal procedure. 
1H-NMR (CDC13) 8 : 1.82-3.03 (8H, m), 3.48-3.93 (2H, m), 5.13-5.99 (1H, m), 6.82-7.60 (12H, 
m), 7.80-7.08 (1H, m), 8.09-8.39 (1H, m), 8.56-8.66 (1H, m). 
ESI-MS (m/e): 507 (M+H). 

Example 171 

(2- (6-r4-fluoro-phenoxv1-2-pyria^ 
e-2-vl-methanone 

To chloroform 1 ml solution of 20 mg of 5-(4-fluoro-phenoxy)-2 
-pyridine-2-yl-6-pyrrolidine-2-yl-lH-benzimidazole obtained in Example 168 were added 
successively l-t-butoxy carbonyl-D-proline 13.8 mg, N-hydroxybenzotriazole hydrate 12.3 mg 
and l-(3-dimethylamino propyl)-3 -ethyl carbodiimide hydrochloride 15.4 mg, and the reaction 
liquor was stirred at room temperature overnight. The reaction solvent was eliminated by 
distillation under reduced pressure, and thereafter the obtained residue was dissolved in 4 N 
hydrochloric acid-ethyl acetate solution 1 ml, and the reaction liquor was stirred at room 
temperature for one hour. The solvent was eliminated by distillation under reduced pressure and 
the obtained residue was purified by thin layer chromatography (NH TLC plate (FUJI S1LYSIA 
CHEMICAL Co.), chloroform /methanol = 30/1), and the title compound was obtained as oily 
substance. 

1H-NMR (CDC13) 6 : 0.82-4.00 (13H, m), 5.23-5.61 (1H, m), 6.82-7.59 (7H, m), 7.78-7.88 (1H, 
m), 8.32-8.39 (1H, m), 8.57-8.64 (1H, m). 
ESI-MS (m/e): 472 (M+H). 

Example 1-72 

q-(6-r4-fluoro-phenoxv]- 2-pvridine-2^ 
e-2-vl-methanone 

Using l-t-butoxy carbonyl-L-proline, the title compound was obtained as oily substance by the 
same process as in Example 171, a process based on this or a combination of these with a normal 
procedure. 

1H-NMR (CDC13) 6 : 0.82-4.00 (13H, m), 5.23-5.61 (1H, m), 6.82-7.59 (7H, m), 7.78-7.88 (1H, 
m), 8.30-8.39 (1H, m), 8.57-8.64 (1H, m). 
ESI-MS (m/e): 472 (M+H). 

Example 173 

2-d i methylamino-H2-f6-(4-fluoro-p^ 
1-vD-ethanone 
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Using N,N-dimethylglycine hydrochloride, it was obtained as an oily substance by the same 
process as in Example 168, a process based on this or a combination of these with a normal 
procedure. 

1H-NMR (CDC13) 8 : 1.81-2.57 (10H, m), 2.76-3.96 (4H, m), 5.41-5.62 (1H, m), 6.94-7.37 (7H, 
m), 7.81-7.89 (1H, m), 8.33-8.38 (1H, m), 8.59-8.68 (1H, m). 
ESI-MS (m/e): 460 (M+H). 

Example 174 

l-f2-(6-f4-fluoro-phenoxv1-2-pvridine-2-vl-3H-benzimida2ol-5-vIVpwolidin-l-vlVpropane-l-on 

Using propionic acid, the title compound was obtained as an oily substance by the same process 
as in Example 168, a process based on this or a combination of these with a normal procedure. 
1H-NMR (CDC13) 8 : 0.95-1.24 (3H, m), 1.70-2.60 (6H, m), 3.52-3.94 (2H, m), 5.24-5.62 (1H, 
m), 6.75-7.66 (7H, m), 7.77-7.92 (1H, m), 8.27-8.44 (1H, m), 8.52-8.68 (1H, m), 10.66-11.08 
(lH,m) 

ESI-MS (m/e): 431 (M+H). 
Example 175 

1 -(2-f 6-( , 4-fluoro-phenoxvV2-pvridine-2-vl-3H-benzimida2ol-5-vl>-pvrrolidin-l -vlVbutane- 1 -one 
Using n-butyric acid, the title compound was obtained as an oily substance by the same process 
as in Example 168, a process based on this or a combination of these with a normal procedure. 
1H-NMR (CDC13) 6 : 0.70-1.07 (3H, m), 1.40-2.44 (8H, m), 3.53-3.91 (2H, m), 5.25-5.60 (1H, 
m), 6.72-7.66 (7H, m), 7.80-7.93 (1H, m), 8.30-8.44 (1H, m), 8.53-8.68 (1H, m), 10.68-11.18 
(lH,m). 

ESI-MS (m/e): 445 (M+H). 
Example 176 

l-(2-(6-(4-fluoro-phenoxvV2-pvridine-2-vl-3H-benzii^ 
opane-l-one 

Using 3-hydroxypropionic acid, the tide compound was obtained as an oily substance by the 
same process as in Example 168, a process based on this or a combination of these with a normal 
procedure. 

1H-NMR (CDC13) 8 : 1.43-2.73 (6H, m), 3.24-4.27 (5H, m), 5.24-5.60 (1H, m), 6.75-7.60 (7H, 
m), 7.76-7.88 (1H, m), 8.27-8.40 (1H, m), 8.53-8.66 (1H, m), 10.44-11.01 (1H, m). 
ESI-MS (m/e): 447 (M+H). 

Example 177 

l-(2-(6-(4-fluoro-phenoxvV2-p\Tidine-2-vl-3H^ 
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no-ethanone 

Using N-t-butoxycarbonyl-N-methylglycine, the title compound was obtained by the same 
process as in Example 171, a process based on this or a combination of these with a normal 
procedure. 

1H-NMR (CDC13) b : 1.82-2.01 (3H, m), 2.43-2.56 (4H, m), 3.25-4.15 (4H, m), 5.32-5.37 (1H, 
m), 7.00-7.31 (4H, m), 7.38-7.58 (2H, m), 8.03-8.08 (1H, m), 8.37-8.43 (1H, m), 8.69-8.79 (1H, 
m), 8.80-8.94 (lH,m). 
ESI-MS (m/e): 446 (M+H). 

Example 178 

5-f4-fluoro-phenoxvV6-n-methansulphonvl-pvrrolidine-2-vlV2-pvridine-2-vl-lH-ben2imidazole 
To ethyl acetate 1 mi solution of 20 mg of 5-(4-fluoro-phenoxy)-2 
-pyridine-2-yl-6-pyrrolidine-2-yl-lH-benzimidazole obtained in Example 168 were added 
successively triethylamine 0.01 ml and methane sulphonyl chloride 0.005 ml, and the reaction 
liquor was stirred at room temperature overnight. The reaction solvent was eliminated by 
distillation under reduced pressure, and the obtained residue was refined by preparative thin layer 
chromatography (Kieselgel™60F 2 54, Art5744 (Merck Co.), chloroform/methanol = 10/1), and 
obtained the title compound as a white solid. 

1H-NMR (CDC13) 6 : 1.80-2.08 (3H, m), 2.28-2.42 (1H, m), 2.81 and 2.84 (total 3H, each s), 
3.47-3.74 (2H, m), 5.17-5.37 (1H, m), 6.79-7.93 (8H, m), 8.30-8.37 (1H, m), 8.57-8.61 (1H, m). 
ESI-MS (m/e): 453 (M+H). 

Example 179 

5-(4-fluoro-phenoxvV2-pvridine-2-vW 

To ethanol 2 ml solution of 17.1 mg of 5-(4-fluoro-phenoxy)-2 
-pyridine-2-yl-6-pyrrolidine-2-yl-lH-benzimidazole obtained in Example 168 were added 
successively triethylamine 0.013 ml and 2-chloro-pyrimidine 6.3 mg, and the reaction liquor was 
heated under reflux for three hours. The reaction solvent was eliminated by distillation under 
reduced pressure, and next, the obtained residue was refined by reverse phase medium pressure 
liquid chromatography [ODS-AS-360-CC (made by YMC) mobile phase: 
water-acetonitrile-0.1% trifluoroacetic acid), and the obtained fraction was diluted with ethyl 
acetate, washed successively with saturated aqueous sodium bicarbonate, saturated aqueous 
sodium chloride solution, and thereafter, was dried with anhydrous sodium sulphate. The solvent 
was eliminated by distillation under reduced pressure, and the title compound was obtained as 
white individual(sic). 

1H-NMR (CDC13) 5 : 1.98-2.15 (3H, m), 2.34-2.42 (1H, m), 3.68-3.78 (1H, m), 3.90-4.07 (1H, 
m), 5.63 (1H, d, J = 8.0 Hz), 6.43 (1H, brs), 6.87-7.55 (7H, m), 7.79-7.84 (1H, m), 8.15-8.34 (3H, 
m), 8.55-8.58 (lH, m). 
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ESI-MS (m/e): 453 (M+H). 
Example 180 

2-(2-(6-(4-fluoro-phenoxvV2-p\aidine-2-yl-3H-benzimi^ 

To acetonitrile 1 ml solution of 20 mg of 

5-(4-fluoro-phenoxy)-2-pyridine-2-yl-6-pyrrolidine-2^ obtained in Example 

168 were added successively potassium carbonate 11.4 mg and iodoacetamide 11.1 mg, and the 
reaction liquor was stirred at room temperature overnight The reaction liquor was concentrated, 
thereafter the obtained residue was purified by reverse phase medium pressure liquid 
chromatography (ODS-AS-360-CC (made by YMC Co) mobile phase: water-acetonitrile-0.1% 
trifluoroacetic acid) and the obtained fraction was diluted with ethyl acetate, washed successively 
with saturated aqueous sodium bicarbonate and saturated aqueous sodium chloride solution, and 
thereafter was dried with anhydrous sodium sulphate. The solvent was eliminated by distillation 
under reduced pressure, and the title compound was obtained as white individual(sic). 
1H-NMR (CDC13) 5 : 1.60-2.04 (3H, m), 2.20-2.13 (1H, m), 2.80-2.85 (1H, m), 3.37-3.44 (2H, 
m), 3.96-4.03 (1H, m), 5.41-5.52 (1H, m), 6.90-7.34 (5H, m), 7.36-7.39 (1H, m), 7.65 and 8.00 
(total 1H, each s), 7.83-7.87 (1H, m), 8.36-8.39 (1H, m), 8.59-8.64 (1H, m). 
ESI-MS (m/e): 432 (M+H). 

Example 181 

2-(6-f4-fluoro-phenoxvV2-pvridine-2-vl-3H-ben2imidazol-5-vlVpviTolidine-l-carboxvlic acid 
ethyl ester 

To benzene 1 ml solution of 20 mg of 5-(4-fluoro-phenoxy)-2-pyridine 
-2-yl-6-pyrrolidine-2-yl-lH-benzimidazole obtained in Example 168 were added successively 
zinc powder 5.2 mg and ethyl chloro formate 0.006 ml, and the reaction liquor was stirred at room 
temperature overnight. The reaction solvent was eliminated by distillation under reduced pressure, 
and the obtained residue was refined by preparative thin layer chromatography 
(Kieselgel™60F 2 54, Art5744 (Merck Co.), chloroform/methanol - 10/1), and obtained the title 
compound as a white solid. 

1H-NMR (CDC13) 6 : 1.23-1.31 (3H, m), 1.80-2.00 (3H, m), 2.20-2.39 (1H, m), 3.50-3.79 (2H, 
m), 3.91-4.17 (2H, m), 5.17-5.38 (1H, m), 6.81-7.63 (7H, m), 7.77-7.85 (1H, m), 8.28-8.39 (1H, 
m), 8.55-8.63 (1H, m). 
ESI-MS (m/e): 447 (M+H). 

Example 182 

2-(6-(4-methanesiUphonvl-phenoxvV2-pTO 
xamide 

To methylene chloride 1 ml solution of 17.1 mg of 
©Rising Sun Communications Ltd. http://www.risingsun.co.uk 



WOOS-063738 



162 



Caution : Translation Standard is 
Post-Edited Machine Translation 



5-(4-methanesulphonyl-phenoxy obtained 
in Example 162 (Step 7) were added successively dimethylamino pyridine 5 mg and isocyanic 
acid trimethylsilyl ester 0.029 ml, and the reaction liquor was stirred at room temperature 
overnight. Water was added to the reaction liquid and the liquid was extracted with ethyl acetate 
and thereafter, was washed with saturated aqueous sodium chloride solution. After drying and 
concentration, the obtained residue was purified by reverse phase medium pressure liquid 
chromatography (ODS-AS-360-CC (made by YMC Co) mobile phase: water-acetonitrile-0.1% 
trifluoroacetic acid) and the obtained fraction was diluted with ethyl acetate, washed successively 
with saturated aqueous sodium bicarbonate and saturated aqueous sodium chloride solution, and 
thereafter was dried with anhydrous sodium sulphate. The solvent was eliminated by distillation 
under reduced pressure, and the title compound was obtained as a white solid. 
1H-NMR (CDC13) 6 : 1.83-2.09 (3H, m), 2.22-2.40 (1H, m), 3.07 (3H, s), 3.56-3.82 (2H, m), 
4.35 and 4.62 (total 2H, .eachbrs), 5.01-5.20 (1H, m), 7.08-7.95 (8H, m), 8.34-8.40 (1H, m), 
8.62-8.64 (lH,m). 
ESI-MS (m/e): 478 (M+H). 

Examples 183-1, 183-2 

2-(6-(4-methanesulDhonvl-phenoxvV 2-pvridine-2-vl-3H-benzimidazol-5-vlVpvrrolidine^ 
xamide enantiomer A and enantiomer B 

The racemic body 2-(6-(4-methanesulphonyl-phenoxy)-2-pyridine-2-yl 

-3H-benzimida2ol-5-yl)-pyrrolidine-l-carboxamide 10 mg obtained in Example 182 was 
optically-resolved using a column for optical resolution (CHIRALPAK AD 2 cm<|> x 25 cmL 
(made by Daicel Chemicals Co.), mobile phase: hexane/ ethanol 20/80, flow rate: 10 ml/min), 
and enantiomer A (retention time: 17.9 min), enantiomer B (retention time: 27.6 min) were 
respectively obtained as white solid. 

Enantiomer A. 

ESI-MS (m/e): 478 (M+H). 

Specific rotation: [a] 24 D (c = 0.100, ethanol) -27.4°C. 

Enantiomer B. 

ESI-MS (m/e): 478 (M+H). 

Specific rotation: [a] 24 D (c = 0.100, ethanol) +28.4°C. 
Example 184 

2-f6-(4-fluoro-phenoxvV2-pvridine-2-vl-3H-benzimidazol-5-vlVpvrrolidine-l-carboxamid 

To methylene chloride 1 ml solution of 31.2 mg of 

5-(4-fluoro-phenoxy)-2-pyridine-2-yl-6-pyrrolidine-2-yl-lH-benzimidazole obtained in Example 
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168 were added successively dimethylaminopyridine 2 mg and isocyanic acid trimethylsilyl ester 
0.059 ml, and the reaction liquor was stirred at room temperature overnight Water was added to 
the reaction liquid and the liquid was extracted with ethyl acetate and thereafter the extract 
washed with saturated aqueous sodium chloride solution. After drying and concentration, the 
obtained residue was refined by reverse phase medium pressure liquid chromatography 
(ODS-AS-360-CC (made by YMC Co) mobile phase: water-acetonitrile-0.1% trifluoroacetic 
acid), and obtained the title compound as a white solid. 

1H-NMR (CDC13) b : 1.88-2.08 (3H, m), 2.32-2.48 (1H, m), 3.62-3.87 (2H, m), 4.34 and 4.71 
(total 2H, each brs), 5.15-5.30 (1H, m), 6.91-7.73 (7H, m), 7.81-7.87 (1H, m), 8.31-8.37 (1H, m), 
8.59-8.61 (lH,m). 
ESI-MS(m/e):418(M+H). 

Examples 185-1, 185-2 

2-(6-(4-fluoro-phenoxv)-2-p\nidine-2^ 
enantiomer A and enantiomer B 

The racemic body 2-(6-(4-fluoro-phenoxy)-2-pyridine-2-yl-3H 

-benzimidazol-5-yl)-pyiTotidine-l-carboxamide 9.0 mg obtained in Example 184 was 
optically-resolved by a column for optical resolution (CHIRALPAK AD 2 cm<j) x 25 cmL (made 
by Daicel Chemicals Co.), mobile phase: hexane / 2-propanol 50/50, flow rate: 10 ml/min), and 
enantiomer A (retention time: 12.1 min), enantiomer B (retention time: 26.9 min) were 
respectively obtained as white solid. 

Enantiomer A. 
ESI-MS(m/e):418(M+H). 

Enantiomer_B. 
ESI-MS(m/e):418(M+H). 

Example 186 

2-(6-(4-dimethvlcarbamovl-phenoxvV2^ 
xamide^ 

Using 4-hydroxy-N,N-dimethyl-benzamide, die title compound was obtained as a white solid by 
the same process as in Example 162 (Step 2)-(Step 7) and Example 182, a process based on these 
or a combination of these with a normal procedure.. 

1H-NMR (CDC13) 6 : 1.85-2.07 (3H, m), 2.28-2.43 (1H, m), 3.00-3.18 (6H, m), 3.60-3.80 (2H, 
m), 5.10-5.23 (1H, m), 7.01-7.76 (7H, m), 7-83-7.88 (1H, m), 8.33-8.39 (1H, m), 8.63-8.64 (1H, 
m). 

ESI-MS(m/e): 471 (M+H). 
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Examples 187-1, 187-2 

2-(6-(4-dimethvlcarbamovl^ 

xamide enantiomer A and enantiomer B 

2-(6-(4-dimethylcarbamoyl-phenoxy)-2-pyridm^^ 

xamide 72.2 mg of racemic body obtained in Example 186 was optically-resolved by a column 
for optical resolution (CHIRALPAK AD 2 cm<|> x 25 cmL (made by Daicel Chemicals Co.), 
mobile phase: hexane / ethanol 40/60, flow rate: 10 ml/min), and enantiomer A (retention time: 
18.1 min), enantiomer B (retention time: 23.9 min) were respectively obtained as white solid. 

Enantiomer A. 

ESI-MS (m/e): 471 (M+H). 

Enantiomer B. 

ESI-MS (m/e): 471 (M+H). 

Example 188 

2-(6-H-fluoro-phenoxvV2-pvridine-2-vl-3H-^ acid 
ethyl ester amide 

Using isocyanic acid ethyl ester, the title compound was obtained as a white solid by the same 
process as in Example 184, a process based on this or a combination of these with a normal 
procedure. 

1H-NMR (CDC13) 6 : 0.94-1.07 (3H, m), 1.80-2.03 (3H, m), 2.25-2.41 (1H, m), 3.10-3.26 (2H, 
m), 3.57-3.74 (2H, m), 4.02-4.14 (1H, m), 5.07-5.23 (1H, m), 6.85-7.66 (7H, m), 7.78-7.85 (1H, 
m), 8.30-8.38 (1H, m), 8.54-8.63 (1H, m). 
ESI-MS (m/e): 446 (M+H). 

Example 189 

l-(2-(6-(4-fluoro-phenoxvV2-pvrazine-2^ 

Using pyrazine-2-carboxaldehyde, the title compound was obtained as a white solid by the same 
process as in Example 162 (Step 6)-(Step 8), a process based on these or a combination of these 
with a normal procedure. 

1H-NMR (CDC13) 5 : 1.86-2.08 (7H, m), 3.37-3.90 (2H, m), 5.27-5.55 (1H, m), 6.76-7.64 (6H, 
m), 8.32-8.62 (2H, m), 9.53-9.56 (1H, m). 
ESI-MS (m/e): 418 (M+H). 

Example 190 

l-(2-(6-(4-fluoro-phenoxvV2-thiazol-2-vl-3H-b 
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Using thiazoIe-2-carboxaldehyde, it was obtained as a white solid by the same process as in 
Example 162 (Step 6)-(Step 8), a process based on these or a combination of these with a normal 
procedure. 

1H-NMR (CDC13) 5 : 1.60-2.23 (6H, m), 2.24-2.43 (1H, m), 3.50-3.88 (2H, m), 5.28-5.57 (1H, 
m), 6.64-7.62 (7H, m), 7.89-7.94 (1H, m). 
ESI-MS (m/e): 423 (M+H). 

Example 191 

(l-f6'f4-mefcanesulDhonvl-phenoxv1-2-pvridine-2-vl-3H-benzimidazol>5-vlVpvrrolidin-2-vn-me 
thanol 

Using D,L-prolinol, it was obtained as a white solid by the same process as in Example 15, a 

process based on this or a combination of these with a normal procedure. 

1H-NMR<CDC13) b : 1.64-1.92 (3H, m), 1.97-2.06 (1H, m), 3.00-3.12 (1H, m), 3.04 (3H, s), 

3.38-3.46 (1H, m), 3.53-3.64 (2H, m), 3.84 (1H, brs), 6.98 (2H, d, J = 8.6 Hz), 7.10 and 7.22 

(total 1H, each s), 7.33-7.40 (1H, m), 7.50-7.57 (1H, m), 7.80-7:90 (3H, m), 8.34-8.41 (1H, m), 

8.62-8.63 (lH,m) 

ESI-MS (m/e): 465 (M+H). 

Example 192 

l-(6-(4-m ethanesulphonvl-phenoxvV2-pvridine- 
xvlic acid methyl ester 

Using D,L-proline methyl ester hydrochloride, it was obtained as a white solid by the same 
process as in Example 15, a process based on this or a combination of these with a normal 
procedure. 

1H-NMR (CDC13) 6 : 1.83-2.03 (3H, m), 2.20-2.28 (1H, m), 3.05 (3H, s), 3.20-3.86 (2H, m), 
3.54 (3H, $), 4.28-4.53 (1H, m), 6.91-7.37 (3H, m), 7.32-7.38 (2H, m), 7.81-7.87 (3H, m), 
8.30-8.39 (1H, m), 8.61-8.62 (1H, m). 
ESI-MS (m/e): 493 (M+H). 

Example 193 

l-(6-(4-methanesulphonvl-phenoxvV 2-pv^ 
xvlic acid methyl ester amide 

Using DL-proline methyl amide hydrochloride, it was obtained as a white solid by the same 
process as in Example 15, a process based on this or a combination of these with a normal 
procedure. 

1H-NMR (CDC13) 5 : 1.80-2.03 (3H, m), 2.25-2.40 (1H, m), 2.46-2.53 (3H, m), 3.06 (3H, s), 
3.20-3.26 (1H, m), 3.60-3.78 (1H, m), 4.18-4.24 (1H, m), 7.02-7.60 (3H, m), 7.03 (2H, d, J = 9.0 
Hz), 7.82-7.92 (1H, m), 7.89 (2H, d, J = 9.0 Hz), 8.35 (1H, d, J = 7.4 Hz), 8.63 (1H, d, J = 4.7 

©Rising Sun Communications Ltd http://www.risingsun.co.uk 



WO05-063738 



166 



Caution : Translation Standard is 
Post-Edited Machine Translation 



Hz). 

ESI-MS (ra/e): 492 (M+H), 
Example 194 

l-(6-(4-methanesulphonvl-phenoxv>2-^ 
xamide 

Using DL-prolin amide hydrochloride, it was obtained as a white solid by the same process as in 
Example 15, a process based on this or a combination of these with a normal procedure. 
1H-NMR (CDC13) 6 : 1.91-2.03 (3H, m), 2.26-2.50 (1H, m), 3.02 and 3.06 (total 3H, each s), 
3.18-3.28 (1H, m), 3.63-3.91 (1H, m), 4.13-4.29 (1H, m), 6.04-6.33 (1H, m), 6.86-7.28 (4H, m), 
7.37-7.41 (1H, m), 7.48-7.54 (1H, m), 7.80-7.92 (3H, m), 8.34-8.38 (1H, .m), 8.48-8.63 (1H, m) 
ESI-MS (m/e): 478 (M+H). 

Example 195 

1- (2-(6-(4-fluoro-phenoxy)-2-pyridme-2-^ 
Step 1 

S ypthesis of 2-(2-fluoro-5-nitro-phenyl) - pyridine 

Tetrakis triphenyiphosphine palladium 0.55 g was added to 1,4-dioxane 20 ml solution of 

2- trimethyl tin-pyridine 2.3 g and 3-bromo-4-fluoro-nitrobenzene 2.1 g and the reaction liquor 
was heated under reflux overnight. Saturated aqueous sodium bicarbonate was added to the 
reaction liquid and the liquid extracted with ethyl acetate, and the organic layer was washed with 
water and saturated aqueous sodium chloride solution, and it was dried with anhydrous sodium 
sulphate. The solvent was eliminated by distillation under reduced pressure and the obtained 
residue was purified using silica gel column chromatography (eluent: hexane / ethyl acetate = 
7/1), and the title compound was obtained as yellow solid. 

Step 2 

Synthesis of 2-f 2-(4-fluoro-phenoxv)-5-nitro-phenvlVpvridine 

To dimethylformamide 10 ml solution of 4-fluoro-phenol 347 mg and 4-fluoro-3-pyridyl 
nitrobenzene 600 mg was added potassium carbonate 713 mg, and the reaction liquor was stirred 
at 100°C for one hour. After cooling, water was added to the reaction liquid and the liquid 
extracted with ethyl acetate, and the organic layer was washed successively with water and 
saturated aqueous sodium chloride solution, and it was dried with anhydrous sodium sulphate. 
The solvent was eliminated by distillation under reduced pressure and the obtained residue was 
purified using silica gel column chromatography (eluent: hexane / ethyl acetate = 5/1), and the 
title compound was obtained as a straw-coloured solid. 

Step 3 
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Synthesis of (4-(4-fluoro-phenoxv-3-pvridme-2-vl-phenvlVcarbamic acid t-butvl ester 
10 % palladium-carbon catalyst 100 mg was added to ethyl acetate 10 ml solution of 
2-(2-(4-fluoro-phenoxy)-5-nitro-phenyl)-pyridine 840 mg, and the reaction liquor was stirred 
under a hydrogen atmosphere overnight The catalyst was eliminated by filtration with celite, and 
the solvent was eliminated by distillation under reduced pressure, and the crude product was 
obtained. To tetrahydrofuran 10 ml solution of the obtained crude product, di-t-butyl dicarbonate 
1 .5 g was added, and the reaction liquor was stirred at 60°C overnight The reaction liquor was 
cooled, and thereafter the solvent was eliminated by distillation under reduced pressure and the 
obtained residue was purified using silica gel column chromatography (eluent: hexane / ethyl 
acetate = 10/1), and the title compound was obtained as a white solid. 

Step 4 

Synthesis of 1 -(2-f5-amino>2-( , 4-fluoro-phenoxvVphenvn-piperidine-l-ylVethanone 
To ethanol 20 ml solution of (4-(4-fluoro-phenoxy-3-pyridine-2-yl-phenyl)-carbamic acid t-butyl 
ester 300 mg were added acetic anhydride 0.3 ml and 10 % palladium-carbon catalyst 100 mg, 
and the reaction liquor was stirred under a hydrogen atmosphere overnight. The catalyst was 
eliminated by filtration with celite, and the filtrate was eliminated by distillation under reduced 
pressure, and the crude product was obtained. The obtained crude product was dissolved in 4 N 
hydrochloric acid-l,4-dioxane 5 ml, and the reaction liquor was stirred at room temperature for 
one hour. Saturated aqueous sodium bicarbonate was added to the reaction liquor, and extraction 
with ethyl acetate was carried out, and the organic layer was washed with saturated aqueous 
sodium chloride solution, and was dried with anhydrous sodium sulphate. The solvent was 
eliminated by distillation under reduced pressure and the obtained residue was purified using 
silica gel column chromatography (eluent: hexane / ethyl acetate = 1/1-ethyl acetate), and the title 
compound was obtained as a straw-coloured solid. 

Step 5 

Synthesis of 1 -(2-(5-amino-2-( > 4-fluoro-phenoxv)-4-nitro-phenvlVpiperidine-l -vO-ethanone 
To trifluoroacetic acid 1 ml solution of 190 mg of 
1 -(2-(5-amino-2-(4-fluoro-phenoxy)-phenyl)-piperidine- 1 -yl)-ethanone was added potassium 
nitrate 64 mg, and the reaction liquor was stirred at room temperature overnight Saturated 
aqueous sodium bicarbonate was added to the reaction liquor and neutralization caused, and 
thereafter, it was extracted with ethyl acetate, and the organic layer was washed with saturated 
aqueous sodium chloride solution, and was dried with anhydrous sodium sulphate. The solvent 
was eliminated by distillation under reduced pressure, and thereafter, the obtained residue was 
purified using silica gel column chromatography (eluent: hexane / ethyl acetate = 1/1), and the 
title compound was obtained as yellow solid. 
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Step 6 

Production of l"f2-f6-(4-fluorO'pheDOxvV2-pvridine-2-vl-3H-ben2imida2ol-S-vlV 

piperidine- 1 -vfl-ethanone 

To etbanol 10 ml solution of 180 mg of 

1 -(2-(5-amino-2-(4-fluoro-phenoxy)-4-nitro-phenyl)-piperidine-l -yl)-ethanone was added 
expanded Raney nickel catalyst 50 mg, and the reaction liquor was stirred under a hydrogen 
atmosphere overnight The catalyst was eliminated by filtration with celite, and the filtrate was 
eliminated by distillation under reduced pressure, and crude product 171 mg was obtained. The 
obtained crude product 50 mg was dissolved in N-methylpyrTolidone 1 ml, and 
pyridine-2-carboxaldehyde 16 mg was added, and the reaction liquor was stirred at room 
temperature for three days. Water was added to the reaction liquid and the liquid extracted with 
ethyl acetate, and the organic layer was washed with water and saturated aqueous sodium 
chloride solution, and was dried with anhydrous sodium sulphate. The solvent was eliminated by 
distillation under reduced pressure, and the reaction mixture was purified using reverse phase 
medium pressure liquid chromatography (ODS-AS-360-CC (made by YMC Co) mobile phase: 
water-acetonitrile-0.1% trifluoroacetic acid), and the title compound was obtained as a 
straw-coloured solid. 

1H-NMR (CDC13) 6 : 1.60-1.85 (3H, m), 1.92-2.09 (5H, m), 2.22-2.30 (1H, m), 3.50-3.78 (2H, 
m), 5-35-5.38 (1H, m), 6.94-7.08 (5H, m), 7.32-7.38 (2H, m), 7.84-7.89 (1H, m), 8.35-8.38 (1H, 
m), 8.62-8.67 (lH,m). 
ESI-MS(m/e): 431 (M+H). 

Example 196 

5-f2-cvano-DhenoxvV2-pvridme-2-vl -6-f6-methanesulphonvl-pvridine-3-vloxvVlH- 

benzimidazole 

Step 1 

Synthesis of (3-fluoro-4-hvdroxv-phenv n-carbamic acid tert-butvl ester 

To 3-fluoro~4-hydroxy nitrobenzene 6.15 g and methanol 100 ml solution of di-tert-butyl 
carbonate 930 mg, 10 % palladium-carbon catalyst 600 mg was added, and the reaction liquor 
was stirred under a hydrogen atmosphere overnight. The catalyst was eliminated by filtration, and 
the solvent was eliminated by distillation under reduced pressure, and, by the residue obtained by 
recovering by filtration with ethyl acetate-hexane mixed solvent, the title compound was 
obtained. 

Step 2 

Synthesis of ( r 3-fluoro-4-f6-methanesulphonvl-pvridine-3-vloxvVphenvn-carbamic acid tert-butvl 
ester 

To N-methylpyrrolidinone 50 ml solution of (3-fluoro-4-hydroxy-phenyl)-carbamic acid 
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tert-butyl ester 4.74 g obtained in (Step 1) were added 5-chloro-2-methanesulphonyl-pyridine 
4.00 g and cesium carbonate 8.80 g, and the reaction liquor was stirred at 100°C for two hours. 
The reaction liquor was diluted with ethyl acetate, washed successively with water and saturated 
aqueous sodium chloride solution, and thereafter was dried with anhydrous sodium sulphate. The 
solvent was eliminated by distillation under reduced pressure and the obtained residue was 
purified by silica gel column chromatography (eluent: hexane / ethyl acetate = 1/1), and the title 
compound was obtained. 

Step 3 

Synthesis of S-fluoro^^6-methanesulphonvl-p\Tidine-3>vloxvV2-nitro-phenvlamine 
To trifluoroacetic acid 35 ml solution of (3-fluoro-4-(6-methanesulphonyl- 
pyridine-3-yloxy)-phenyl)-carbamic acid tert-butyl ester 3.38 g obtained in (Step 2) was added 
potassium nitrate 0.98 g, and the reaction liquor was stirred at room temperature for one hour, 
and thereafter the solvent was eliminated by distillation under reduced pressure. The residue was 
diluted with ethyl acetate, washed successively with saturated aqueous sodium bicarbonate and 
saturated aqueous sodium chloride solution, and thereafter was dried with anhydrous sodium 
sulphate. The solvent was eliminated by distillation under reduced pressure and the obtained 
residue was purified by silica gel column chromatography (eluent: hexane / ethyl acetate = 1/2), 
and the tide compound was obtained. 

Step 4 

Synthesis of 5-(2-cvano-phenoxvV4-(6-methanesulphonvl- p vridine-3 -vloxvV2- 

nitro-phenvlamine 

To N-methylpyrrolidinone 2 ml solution of 5-fluoro-4-(6-methanesulphonyl- 
pyridroe-3-yloxy)-2-nitro-phenylamine 150 mg obtained in (Step 3) were added potassium 
carbonate 70 mg and 2-hydroxy-benzonitrile 60 mg, and the reaction liquor was stirred at 90°C 
for five hours. Water was added to the reaction liquor, and thereafter the title compound was 
obtained by recovering the precipitate by filtration. 

Step 5 

Synthesis of 4-f2-cvano-phenoxvV5-( 6-methanesulphonvl-pyridine-3 -vloxvVbenzene 
-1.2 -diamine 

To methanol 5 ml solution of 5-(2-cyano-phenoxy)-4-(6-methanesulphonyl 
-pyridine-3-yloxy)-2-nitro-phenylamine 161 mg obtained in (Step 4) was added expanded Raney 
nickel catalyst 20 mg, and the reaction liquor was stirred under a hydrogen atmosphere overnight. 
The catalyst was eliminated by filtration and thereafter the solvent was eliminated by distillation 
under reduced pressure, and the title compound was thereby obtained. 
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Step 6 

Production of 5-(2-cvano-phenoxvV2-pvridine-2-vl-6-(6 -methanesulphonvl- 
pvridine-3-vloxvVlH-benzimidazole 

To methanol 1 ml solution of 4-(2-cyano-phenoxy)-5-(6-methanesulphonyl 
-pyridine-3-yloxy)-benzene-l,2-diamine 37 mg obtained in (Step 5) were added 
pyridine-2-carboxaldehyde 0.007 ml and nitrobenzene 0.5 ml, and the reaction liquor was stirred 
at 120°C overnight The solvent was eliminated by distillation under reduced pressure, and the 
obtained residue was refined by silica gel column chromatography (eluent: chloroform / methanol 
= 20/1) and by preparative thin layer chromatography (Kieselgel™60F 2 54, Art5744 (Merck Co.), 
chloroform/methanol - 15/1), and obtained the title compound as a brown solid. 
1H-NMR(CD30D) 8 : 3.20 (3H, s), 6.94 (1H, d, J - 7.8 Hz), 7.22 (1H, t, J - 7.8 Hz), 7.41-7.47 
(1H, m), 7.47 (1H, t, J = 7.8 Hz), 7.53 (1H, dd, J - 7.8, 2.3 Hz), 7.56-7.61 (1H, m), 7.66 (1H, d, J 
= 7.8 Hz), 7.72 (1H, s), 7.78 (1H, s), 8.04 (1H, d, J « 7.8 Hz), 8.26 (1H, d, J = 2.3 Hz), 8.35 (1H, 
d, J = 7.8 Hz), 8.80 (1H, d, J = 4.7 Hz). 
ES1-MS (m/e): 484 (M+H). 

Example 197 

5-l2-cvano-phenoxvV2-pvrazine-2-vl-6-(6-meth^ 
le 

To dimethylformamide 2 ml solution of 4-(2-cyano-phenoxy)-5-(6- 
methanesulphonyl-pyridine-3-yloxy)-benzene-l,2-diamine 72 mg obtained in Example 196 (Step 
5) were added pyrazine-2-carboxylic acid 21 mg, hydroxybenzotriazole 52 mg and 
l-(3-dimethylanunopropyl)-3-ethyl carbodiimide • monohydrochloride 52 mg, and the reaction 
liquor was stirred at room temperature for one hour. The reaction liquor was diluted with ethyl 
acetate, washed successively with saturated aqueous sodium bicarbonate, water and saturated 
aqueous sodium chloride solution, and thereafter was dried with anhydrous sodium sulphate. The 
solvent was eliminated by distillation under reduced pressure, and the obtained residue was 
dissolved in N-methylpyrrolidinone 1 ml, and ytterbium tri (trifluoromethane sulfonate) 20 mg 
was added, and the reaction liquor was stirred at 160°C for two hours. The reaction liquor was 
diluted with ethyl acetate, washed successively with saturated aqueous sodium bicarbonate and 
saturated aqueous sodium chloride solution, and thereafter was dried with anhydrous sodium 
sulphate. The solvent was eliminated by distillation under reduced pressure, and the obtained 
residue was refined by silica gel column chromatography (eluent: chloroform / methanol = 30/1) 
and by preparative thin layer chromatography (Kieselgel TM 60F 2 54, Art5744 (Merck Co.), 
chloroform/methanol = 10/1), and obtained the title compound as a brown solid. 
1H-NMR(CD30D) 5 : 3.20 (3H, s), 6.93 (1H, d, J = 7.6 Hz), 7.21 (1H, t, J = 7.6 Hz), 7.43 (1H, 
dd, J - 8.6, 2.3 Hz), 7.58 (1H, t, J = 7.6 Hz), 7,66 (1H, d, J = 7-6 Hz), 7.67-7.90 (2H, m), 8.03 
(1H, d, J = 8.6 Hz), 8.25 (1H, d, J = 2.3 Hz), 8.74 (1H, d, J = 2.3 Hz), 8.81 (1H, d, J - 2.3 Hz), 
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9.53 (1H, s). 

ESI-MS (m/e): 485 (M+H). 
Example 198 

5-f2-caiframovl-phenoxvV2-pvridine-2-vl-6-fc^ 
dazole 

Using 5-(2-cyano-phenoxy)-2-pyridinc-2-yl-6-(6-methanesulphonyl -pyridine-3-yloxy) 
-lH-benzimidazole obtained in Example 196, the title compound was obtained as a colourless 
solid by the same process as in Example 43, a process based on this or a combination of these 
with a normal procedure. 

1H-NMR(CD30D) 5 : 3.23 (3H, s), 6.85-6.91 (1H, m), 7.17 (1H, t, J = 7.8 Hz), 7.40-7.45 (2H, 
m), 7.53 (1H, dd, J - 7.8, 4.3 Hz), 7.55-7.78 (1H, m), 7.88 (1H, dd, J = 7.8, 2.3 Hz), 7.99 (1H, d, 
J = 8.6 Hz), 8.02 (1H, td, J = 7.8, 2.3 Hz), 8.27 (1H, d, J = 2.3 Hz), 8.34 (1H, d, J = 7.8 Hz), 8.78 
(lH,d,J = 4.3Hz). 
ESI-MS (m/e): 502 (M+H). 

Example 199 

5-(2-caiframovl-phenoxvV2-pvrazine-2-vl-6-(6-mefo 
dazole 

Using 5-(2-cyano-phenoxy)-2-pyrazine-2-yl-6-(6-methanesulphonyl -pyridine-3-yloxy) 
-IH-benzimidazole obtained in Example 197, the title compound was obtained as a colourless 
solid by the same process as in Example 43, a process based on this or a combination of these 
with a normal procedure. 

n 1 H-NMR(CD30D) 6 : 3.22 (3H, s), 6.87-6.91 (1H, m), 7.15-7.22 (1H, m), 7.41-7.46 (2H, m), 
7.51-7.85 (2H, m), 7.87 (1H, dd, J = 7.8, 2.3 Hz), 7.99 (1H, d, J = 7.8 Hz), 8.25-8.28 (1H, m), 
8.73-8.75 (1H, m), 8.80-8.82 (1H, m), 9.51-9.54 (1H, m). 
ESI-MS (m/e): 503 (M+H). 

Example 200 

5-(2-fluoro-phenoxvV2-pvridine-2-vl-6-(6-meth^ 
k 

Using 5-fluoro-4-(6-methanesulphonyl-pyridine-3 -yloxy)-2-nitro-phenylamine obtained in 
Example 196 (Step 3) and 2-fluorophenol, the title compound was obtained as a colourless solid 
by the same process as in Example 196 (Step 4)-(Step 6), a process based on these or a 
combination of these with a normal procedure. 

1H-NMR (CDC13) 6 : 3.20 (3H, s), 6.97-7.04 (1H, m), 7.05-7.15 (3H, m), 7.33 (1/2H, dd, J = 8.8, 
2.8 Hz), 7.34 (1/2H, dd, J - 8.8, 2.8 Hz), 7.36-7.42 (1H, m), 7.42 (1/2H, s), 7.70 (1/2H, s), 
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7.86-7.91 (1H, m), 7.99 (1/2H, d, J - 8.8 Hz), 8.00 (1/2H, d, J = 8.8 Hz), 8.34-8.40 (1H, m), 8.44 
(1H, d, J= 2.8 Hz), 8.61-8.65 (1H, m), 10.85 (1/2H, brs), 10.96 (1/2H, brs) 
ESI-MS (m/c): 477 (M+H). 

Example 201 

5-(2-fluoro-phenoxvV2-pvrraine-2-vl-6-( , 6-metta 
le 

Using pyrazine-2-carboxylic acid and 4-(2-fluoro-phenoxy)-5-(6-methanesulphonyl 
-pyridine-3-yloxy)-benzene-l,2-diamine obtained in Example 200, the title compound was 
obtained as a colourless solid by the same process as in Example 197, a process based on this or a 
combination of these with a normal procedure. 

1H-NMR (CDC13) & : 3.21 (3H, s), 7.02-7.08 (1H, m), 7.09-7.17 (3H, m), 7.11 (1/2H, s), 7.34 
(1/2H, dd, J = 8.6, 2.7 Hz), 7.36 (1/2H, dd, J = 8.6, 2.7 Hz), 7.42 (1/2H, s), 7.43 (1/2H, s), 7.74 
(1/2H, s), 8.01 (1/2H, d, J = 8.6 Hz), 8.02 (1/2H, d, J = 8.6 Hz), 8.46 (1H, d, J = 2.7 Hz), 8.58 
(1/2H, dd, J = 2.7, 1.6 Hz), 8.60 (1/2H, dd, J - 2.7, 1.6 Hz), 8.67 (1/2H, d, J = 2.7 Hz), 8.68 (1/2H, 
d, J = 2.7 Hz), 9.59 (1/2H, d, J - 1.6 Hz), 9.62 (1/2H, d, J - 1.6 Hz), 10.47 (1/2H, brs), 10.61 
(l/2H,brs) 

ESI-MS (m/e): 478 (M+H). 
Example 202 

5-(2-fluoro-phenoxvV2-aH-p\Hrazol-3-vlV^ 
dazole 

To dimethylformamide 0.5 ml solution of 4-(2-fluoro-phenoxy)-5-(6-methanesulphonyl- 
pyridine-3-yloxy)-benzene-l,2-diamine 15 mg obtained in Example 200 was added 
lH-pyrazole-3-carboxaldehyde 3.9 mg, and the reaction liquor was stirred at 90°C for 30 minutes. 
The solvent was eliminated by distillation under reduced pressure, and the obtained residue was 
refined by preparative thin layer chromatography (Kieselgel™60F 25 4, Art5744 (Merck Co.), 
chloroform/methanol = 9/1), and obtained the title compound as a white solid. 
1H-NMR (CDC13) 6 : 3.20 (3H, s), 6.94-6.99 (1H, m), 7.01-7.15 (4H, m), 7.25-7.65 (2H, m), 
7.31 (1H, dd, J « 8.9, 2.7 Hz), 7.66 (1H, d, J = 2.3 Hz), 7.98 (1H, d, J = 8.9 Hz), 8.40 (1H, d, J = 
2.7 Hz). 

ESI-MS (m/e): 466 (M+H). 
Example 203 

5-(2-fluoro-phenoxvV2-n-methvl-lH-pw 
H-benzimidazole 

To dimethylformamide 0.5 ml solution of 4-(2-fluoro-phenoxy)-5 
-(6-methanesulphonyl-pyridine-3-yloxy)-benzene-l,2-diamine 15 mg obtained in Example 200 
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were added 1 -methyl- lH-pyrazole-3-carboxylic acid 4.3 mg, hydroxybenzotriazole 6.0 mg and 
l-(3-dimethylaminopropyl)-3-ethyl carbodiimide • monohydrochloride 8.5 mg, and the reaction 
liquor was stirred at room temperature overnight The reaction liquor was diluted with chloroform 
and was washed using water, and thereafter was dried with anhydrous sodium sulphate. The 
solvent was eliminated by distillation under reduced pressure, and p-toluenesulfonic acid 3 mg 
was added to the obtained residue, and the reaction liquor was stirred at 120°C for two hours. The 
reaction liquor was diluted with ethyl acetate, and after washing with water, it was dried with 
anhydrous sodium sulphate. The solvent was eliminated by distillation under reduced pressure, 
and the residue was refined by preparative thin layer chromatography (Kieselgel™60F 2 s4, 
Art5744 (Merck Co.), chloroform/methanoi = 15/1), and obtained the title compound as a white 
solid. 

1H-NMR (CDC13) 6 : 3.19 (3H, s), 3.97 (3H, s), 6.94-7.00 (1H, m), 6.99 (1/2H, brs), 7.00-7.14 
(4H, m), 7.27-7.33 (1H, m), 7.30 (1/2H, brs), 7.40 (1/2H, brs), 7.46 (1H, d, J = 2.4 Hz), 7.65 
(1/2H, brs), 7.98 (1H, d, J - 8.8 Hz), 8.42 (1H, d, J = 2.7 Hz). 
ESI-MS (m/e): 480 (M+H). 

Example 204 

5-(2-chloro-phenoxvV2-pvridine-2-vl-6-(6-me 
le 

Step 1 

Synthesis of 4-(2-chlorophenoxvV5-f6-methanesulphonvl-pyridine-3- vloxvVbenzene 
-1.2-diamine 

Using 5-fluoro-4-(6-methanesulphonyl-pyridine-3-yloxy)-2-nitro-phenylamine obtained in 
Example 196 (Step 3) and 2-chlorophenol, the title compound was obtained by the same process 
as in Example 196 (Step 4)-(Step 5), a process based on these or a combination of these with a 
normal procedure. 

Step 2 

Production of 5-(2-chloro-phenoxvV2-pvridine-2-vl-6-('6- methanesuIphonvl-pvridine-3 
-vloxvVl H-benzimidazole 

To methanol 1 ml solution of 4-(2-chlorophenoxy)-5-(6-methanesulphonyl 
-pyridine-3-yloxy)-benzene-l,2-diamine 35 mg obtained in (Step 1) were added aniline and 1 M 
methanol solution 0.26 ml of pyridine-2-carboxaldehyde (1:1), and the reaction liquor was 
stirred at 60°C overnight The solvent was eliminated by distillation under reduced pressure and 
the obtained residue was purified by reverse medium pressure liquid chromatography 
[ODS-AS-360-CC (made by YMC) mobile phase: water-acetonitrile-0.1% trifluoroacetic acid]. 
The solvent (sic) of the obtained fraction was diluted with ethyl acetate and was washed using 
saturated aqueous sodium bicarbonate and thereafter, was dried with anhydrous sodium sulphate. 
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The solvent was eliminated by distillation under reduced pressure, and the title compound was 
obtained as a straw-coloured solid. 

1H-NMR(CD30D) 6:3.17 (3H, s), 6.92 (1H, d, J = 8.0 Hz), 7.07 (1H, t, J = 8.0 Hz), 7.22 (1H, t, 
J = 8.0 Hz), 7.26-7.66 (4H, m), 7.66-7.80 (1H, brs), 7.90-8.08 (2H, m), 8.29 (1H, d, J = 8.0 Hz), 
8.31 (1H, d, J = 2.4 Hz), 8.72 (1H, s). 
ESI-MS (m/e): 493 (M+H). 

Example 205 

S-(2-chloro-phenox vV2-pyrazine-2-vl-6-f 6-methanesulphonvl-p vridine-3 -vlox vV 1 H-benzimidaz 
ole 

To N-methylpyrrolidinone 0.5 mi solution of 4-(2-chloro-phenoxy)-5- 
(6-methanesulphonyl-pyridine-3-yloxy)-benzene-l,2-diamine 38 mg obtained in Example 204 
(Step 1) were added methylpyrazine-2-imidate (Pyrazine-2-carboximidic acid methyl ester) 15 
mg and methanesulfonic acid 0.0065 ml, and the reaction liquor was stirred at 120°C for 20 
minutes. The reaction liquor was purified using reverse phase medium pressure liquid 
chromatography [ODS-AS-360-CC (made by YMC) mobile phase: water-acetonitrile-0.1% 
trifluoroacetic acid]. The solvent (sic) of the obtained fraction was diluted with ethyl acetate and 
was washed using saturated aqueous sodium bicarbonate, and thereafter was dried with 
anhydrous sodium sulphate. By eliminating the solvent under reduced pressure, the title 
compound was obtained as yellow colored solid. 

1H-NMR(CD30D) 8 : 3.20 (3H, s), 6.97 (1H, d, J = 7.8 Hz), 7.1 1 (1H, t, J = 7.8 Hz), 7.26 (1H, t, 
J = 7.8 Hz), 7.42 (1H, d, J = 7.8 Hz), 7.48 (1H, dd, J - 8.6, 2.3 Hz), 7.60-7.82 (2H, m), 8.02 (1H, 
d, J - 8.6 Hz), 8.35 (1H, d, J - 2.3 Hz), 8.71 (1H, s), 8.77 (1H, s), 9.48 (1H, s). 
ESI-MS (m/e): 494 (M+H). 

Example 206 

5-(2-trifluoromethvl-phenoxvV2-pvridine-2-^ 
zimidazole 

Using 5-fluoro-4«(6-methanesulphonyl-pyridine-3 -yloxy)-2-nitro-phenylamine obtained in 
Example 196 (Step 3) and 2-trifluoromethyl phenol, the title compound was obtained as a 
colourless solid by the same process as in Example 196 (Step 4)-(Step 6), a process based on 
these or a combination of these with a normal procedure. 

1H-NMR(CD30D) 8 : 3.17 (3H, s), 6.93-6.98 (1H, m), 7.21 (1H, t, J - 7.4 Hz), 7.40-7.81 (6H, 
m), 7.97-8.05 (2H, m), 8.24-8.39 (2H, m), 8.73-8.87 (1H, m). 
ESI-MS (m/e): 527 (M+H). 

Example 207 

5-(2-trifluorometbvl-phenoxvV2-pvra^ 
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zimidazole 
Using 

4- (2-trifluoromethyl-phenoxy)-5-(6-methan^ 

obtained in Example 206 and methylpyrazine-2-imidate, the title compound was obtained as 
yellow solid by the same process as in Example 205, a process based on this or a combination of 
these with a normal procedure. 

1H-NMR(CD30D) 6 : 3.17 (3H, s), 6.97 (1H, d, J - 7.8 Hz), 7.22 (1H, t, J = 7.8 Hz), 7.46 (1H, 
dd, J = 8.6, 2.3 Hz), 7.54 (1H, t, J = 7.8 Hz), 7.44-7.60 (1H, m), 7.65 (1H, d, J = 7.8 Hz), 
7.84-7.86 (1H, m), 8.01 (1H, d, J = 8.6 Hz), 8.31 (1H, d, J - 2.3 Hz), 8.73 (1H, d, J = 2.3 Hz), 
8.80 (1H, d, J = 2.3 Hz), 9.50 (1H, s) 
ESI-MS (m/e): 528 (M+H). 

Example 208 

5- ft-trifIuoromethvl-phenoxvV2-pvridbe^ 
zimidazole 

Using 5-fluoro-4-(6-methanesulphonyl-pyridine-3 -yloxy)-2-nitro-phenylamine obtained in 
Example 196 (Step 3) and 3-trifluoromethyl phenol, the title compound was obtained as a white 
solid by the same process as in Example 196 (Step 4)-(Step 6), a process based on these or a 
combination of these with a normal procedure. 

1H-NMR(CD30D) 6 : 3.20 (3H, s), 7.00-7.15 (2H, m), 7.37 (1H, d, J = 7.8 Hz), 7.45-7.55 (3H, 
m), 7.66 (1H, d, J = 10.0 Hz), 7.76 (1H, brs), 7.99-8.04 (2H, m), 8.30-8.35 (2H, m), 8.77 (1H, d, J 
= 2.7 Hz) 

ESI-MS (m/e): 527 (M+H). 
Example 209 

5-(4-trifluoromethvl-phenoxvV2-pvridine-2-vl-6-( r 6-methanesulphonvl-pvridine-3-vloxvVlH-ben 
zimidazole 

Using 5-fluoro-4-(6-methanesulphonyl-pyridine-3-yloxy)-2-nitro-phenylamine obtained in 
Example 196 (Step 3) and 4-trifluoromethyl phenol, the title compound was obtained as a white 
solid by die same process as in Example 196 (Step 4)-(Step 6), a process based on these or a 
combination of these with a normal procedure. 

1H-NMR(CD30D) 6 : 3.20 (3H, s), 6.98 (2H, d, J = 8.6 Hz), 7.46-7.77 (4H, m), 7.60 (2H, d, J = 
8.6 Hz), 8.00-8.04 (2H, m), 8.3 1 (1H, d, J = 3.1 Hz), 8.34 (1H, d, J - 8.2 Hz), 8.78 (1H, d, J = 4.7 
Hz). 

ESI-MS (m/e): 527 (M+H). 
Example 210 

5-(7-difluoromethvl-phenoxvV2-pvridine-2-Yl-6-(6^ 
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zimidazole 

Using 5-fluoro-4-(6-methancsulphonyl-pyridineO-yloxy)-2-nitro-phenylamine obtained in 
Example 196 (Step 3) and 2-difluoromethyl phenol, the title compound was obtained as a brown 
solid by the same process as in Example 196 (Step 4)-(Step 6), a process based on these or a 
combination of these with a normal procedure. 

1H-NMR(CD30D) 6 : 3.17 (3H, s), 6.70 (1H, t, J = 55.2 Hz), 6.87 (1H, d, J = 7.4 Hz), 7.18 (1H, 
t, J = 7.4 Hz), 7.40-7.46 (2H, m), 7.50-7.59 (3H, m), 7.59-7.82 (1H, m), 7.98-8.04 (2 H, m), 
8.27-8.35 (2H, m), 8.76 (1H, brs) 
ESI-MS (m/e): 509 (M+H). 

Example 211 

5-(2-fluoropvridine-3-vloxv^-6-f6-memanesulphonvl 
pvridme-3-yloxyV2-pyridine-2-yl-lH-benzimidazole 

Using 5-fluoro-4-(6-memanesulphonyl-pyridine-3-yloxy)-2-nitro-phenylamine obtained in 
Example 196 (Step 3) and 2-fluoro-pyridin-3-ol synthesised by a process described in Journal of 
Medicinal Chemistry, 1999, vol. 42, issue 12, pp.2251-2259, the title compound was obtained as 
a colourless solid by the same process as in Example 196 (Step 4)-(Step 6), a process based on 
these or a combination of these with a normal procedure. 

1H-NMR (CDC13) 8 : 3.21 (3H, s), 7.11-7.17 (1H, m), 7.22 (1/2H, s), 7.29-7.36 (2H, m), 
7.29-7.36 (1/2H, m), 7.40-7.43 (1H, s), 7.53 (1/2H, s), 7.72 (1/2H, s), 7.88-7.93 (1H, m), 
7.93-7.96 (1H, m), 7.99-8.03 (1H, m), 8.37-8.41 (2H, m), 8.65-8.67 (1H, m), 10.78 (1/2H, brs), 
10.82 (1/2H, brs). 
ESI-MS (m/e): 478 (M+H). 

Example 212 

5-(2-fluoroT)vridine-3-vloxvV6-( r 6-methanesulphonvl pvridine-3-vloxvV2-pvrazine-2-vl 

-1 H-benzimidazole 

Using 4-(2-fluoro-pyridine-3-yloxy)-5-(6-memane^lphonyl-pyridine-3-yloxy)-benzene 
-1,2 -diamine obtained in Example 211 and pyrazine-2-carboxylic acid, the title compound was 
obtained as a colourless solid by the same process as in Example 197, a process based on this or a 
combination of these with a normal procedure. 

1H-NMR (CDC13) 5 : 3.21 (3H, s), 7.14-7.19 (1H, m), 7.23 (1/2H, s), 7.26-7.40 (2H, m), 7.46 
(1/2H, s), 7.54 (1/2H, s), 7.56 (1/2H, s), 7.96-8.00 (1H, m), 8.03 (1H, dd, J = 8.6, 3.9 Hz), 8,41 
(1H, dd, J = 2.7, 1.6 Hz), 8.62 (1H, ddd, J = 4.7, 2.7, 1.6 Hz), 8.69-8.71 (1H, m), 9.62 (1H, dd, J 
= 6.3, 1.6 Hz), 10.48 (1/2H, brs), 10.56 (1/2H, brs). 
ESI-MS (m/e): 479 (M+H). 

Example 213 
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5-(2-fluoropvridine-3-vloxvV2-nH-pwa^ 
benzimidazole 

Using lH-pyrazole-3-carboxaldehyde and 4-(2-fluoro-pyridine-3-yloxy)-5-(6- methanesulphonyl 
-pyridine-3-yloxy)-benzene-l,2-diamine obtained in Example 211, the title compound was 
obtained as a colourless solid by the same process as in Example 202, a process based on this or a 
combination of these with a normal procedure. 

1H-NMR (CDC13) 8 : 3.21 (3H, s), 7.08 (1H, d, J - 2.3 Hz), 7.09-7.19 (1H, m), 7.19-7.49 (4H, 
m), 7.71 (1H, d, J - 2.3 Hz), 7.88-7.96 (1H, m), 7.97-8.03 (1H, m), 8.36 (1H, d, J - 2.7 Hz). 
ESI-MS (m/e): 467 (M+H). 

Example 214 

5-(2-fluoropvridme-3-vloxv)-2-n-methvM 
oxyHH-benzimidazole 

Using l-methyl-lH-pyrazole-3-carboxylic acid and 4-(2-fluoro-pyridine-3-yloxy) 
-5-(6-methanesulphonyl-pyridine-3-yloxy)-benzene-l,2-diamine obtained in Example 211, the 
title compound was obtained as a colourless solid by the same process as in Example 203, a 
process based on this or a combination of these with a normal procedure. 

1H-NMR (CDC13) 8 : 3.20 (3H, s), 4.00 (3H, s), 7.00 (1H, d, J = 2.4 Hz), 7.10-7.16 (1H, m), 7.19 
(1/2H, brs), 7.26-7.33 (2H, m), 7.35 (1/2H, brs), 7.48 (1H, d, J = 2.4 Hz), 7.52 (1/2H, brs), 7.67 
(1/2H, brs), 7.91-7.94 (1H, m), 8.00 (1H, d, J = 8.6 Hz), 8.37 (1H, d, J = 2.5 Hz), 10.13 (1H, brs). 
ESI-MS (m/e): 481 (M+H). 

Example 215 

5-r2-difluor omethoxv-pvridine-3-vloxvV^ 
vl- 1 H-benzimidazole 

Using 5-J[luoro^-(6-methanesulphonyl-pyridine-3-yloxy)-2-nitro-phenylamine obtained in 
Example 196 (Step 3) and 2-difluoromethoxy-pyridin-3-ol obtained in Reference Example 2, the 
title compound was obtained as a colourless solid by the same process as in Example 196 (Step 
4)-(Step 6), a process based on these or a combination of these with a normal procedure. 
1H-NMR (DMSO-d6) 8 : 3.22 (3H, s), 7.19-7.27.(1H, m), 7.29-7.86 (6H, m), 7.95-8.07 (3H, m), 
8.33-8.35 (1H, m), 8.45-8.48 (1H, m), 8.77 (1H, s). 
ESI-MS (m/e): 526 (M+H). 

Example 216 

5-(2-difluoromethoxv-pvridine-3-vloxvV6-(6-^ 
yl-lH-benzimidazole 

Using methylpyrazine-2-imidate and 4-(2-difluoromethoxy-pyridine-3-yloxy)-5 
-(6-methanesulphonyl-pyridine-3-yloxy)-benzene-l,2-diamine obtained in Example 215, the title 
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compound was obtained as a colourless solid by the same process as in Example 205, a process 
based on this or a combination of these with a normal procedure. 

1H-NMR (DMSO-d6) 6 : 3.20 (3H, s), 7.21 (1H, dd, J = 7-8,4.9 Hz), 7.30-7.90 (4H, m), 7.62 (1H, 
t, J = 72.6 Hz), 7.94 (1H, d, J - 8.8 Hz), 7.97 (1H, d, J = 4.8 Hz), 8.45 (1H, d, J - 2.7 Hz), 
8.77-8.83 (2H, m), 9.48 (1H, s) 
ESI-MS (m/e): 527[M+H). 

Example 217 

5-( 2-difluoromethoxv-pvridine-3-vloxvV6-( 6-methanesulphonvI-pvridine-3-vloxvV2-( 1 -methyl- 1 
H-pyrazol-3-vO- 1 H-benzimidazole 

Using l-methyl-lH-pyrazole-3-carboxylic acid and 4-(2-difluoromethoxy-pyridine 

-3-yloxy)-5-(6-methanesulphbnyl-pyridine-3-yloxy)-benzene-l,2-diamine obtained in Example 

215, the tide compound was obtained as a colourless solid by the same process as in Example 

203, a process based on this or a combination of these with a normal procedure. 

1H-NMR (DMSO-d6) 8 : 3.22 (3H, s), 4.00 (3H, s), 6.88 (1H, d, J = 2.2 Hz), 7.17-7.82 (6H, m), 

7.90-7.99 (3H, m), 8.42-8.45 (1H, m) 

ESI-MS (m/e): 529 (M+H). 

Example 218 

5-(2-cvanopvridine-3-vloxvV6-(6-rnethanesulphonvl pvridine-3-vloxvV2- pvridine-2-vl -1H- 

benzimidazole 

Stepl 

Synthesis of 4-( f 6-methanesulphonvl-pvridine-3-vloxvV2-nitro -5-(l-oxv-pvridine-3 
-vloxvVphenvlamine 

Using 5-fluoro-4-(6-methanesulphonyl-pyridine-3 -yloxy)-2-nitro-pheny lamine obtained in 
Example 196 (Step 3) and l-oxy-pyridin-3-ol, the title compound was obtained by the same 
process as in Example 196 (Step 4), a process based on this or a combination of these with a 
normal procedure. 

Step 2 

Synthesis of 4-(6-methanesulphonvl-pvridine-3-vloxvV2-nitro-5-f2 -cvano-pvridine-3 -vloxvi 
-phenylamine 

To acetonitrile 6 ml solution of 216 mg of 4-(6-methanesulphonyl- 
pyridine-3-yloxy)-2-mtro-5-(l-oxy-pyridine-3-yloxy)-phenylamine were added trimethylsilyl 
nitrile 0.90 ml and triethylamine 0.90 mi, and thereafter the reaction liquor was stirred while 
heating under reflux overnight. The solvent was eliminated by distillation under reduced pressure, 
and thereafter, 1,1,1,3,3,3-hexamethyldisilazane was added, and the reaction liquor was stirred 
while heating under reflux for one hour. The reaction liquor was purified by silica gel column 
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chromatography (eluent: chloroform/methanol = 30/1), and the title compound was obtained. 
Step 3 

Production of 5-(7-cvanopvridine-3-vloxvV6-(6-methanesulphonvl pyridine-3-vloxvV2 -pyridine 
-2-vl- 1 H-benzimidazole 

Using 4-(6-methanesulphonyl-pyridbe-3-yloxy)-2-nilro-5-(2-cyano-pyridine-3-yloxy) 
-phenylamine, the title compound was obtained as a white solid by the same process as in 
Example 196 (Step 4)-(Step 6), a process based on these or a combination of these with a normal 
procedure. 

1H-NMR (CDC13) 6 : 3.22 (3/2H, s), 3.23 (3/2H, s), 7.18-7.23 (2H, m), 7.40-7.48 (2H, m), 7 ? 50 
(1H, s), 7.76-7.78 (1H, m), 7.91-7.95 (1H, m), 8.03-8.06 (1H, m), 8.20-8.23 (1H, m), 8.37-8.44 
(2H, m), 8.58-8. 67 (1H, m), 1 1.04 (1H, brs). 
ESI-MS (m/e): 485 (M+H). 

Example 219 

5-(2-cvanopvridine-3-vloxvV6-(6-methanesulphonvl pvridine-3-vloxvV2-pvrazine-2-vl-lH 
-benzimidazole 

Using 4-(2-cyanopyridine-3-yloxy)-5-(6-methanesulphonyl-pyridine-3-yloxy)-benzene 
-1,2-diamine obtained in Example 218 (Step 3) and pyrazme-2-carboxylic acid, the title 
compound was obtained as a colourless solid by the same process as in Example 197, a process 
based on this or a combination of these with a normal procedure. 

1H-NMR (CDC13) 8 : 3.23 (3/2H, s), 3.24 (3/2H, s), 7.21-7.26 (2H, m), 7.42-7.48 (1H, m), 7.55 
(1H, d, J = 1.2 Hz), 7.80 (1/2H, s), 7.8.2 (1/2H, s), 8.04 (1/2H, s), 8.06 (1/2H, s), 8.19-8.21 (1H, 
m), 8.41 (1H, dd, J = 4.5, 1.2 Hz), 8.65 (1H, dd, J - 3.9, 2.3 Hz), 8.73 (1H, d, J = 2.3 Hz), 9.65 
(1H, d, J= 1.2 Hz), 10.99 (1H, brs). 
ESI-MS (m/e): 486 (M+H). 

Example 220 

5-(2-cvanopvridine-3-vloxvV2-flH-pvrazol-3-vlV6-(6-methanesulfonvl -pvridine-3-vloxvV 

Jl fl-benzimidazole 

Using 4-(2-cyanopyridine-3-yloxy)-5-(6-methanesulphonyl-pyridine-3-yloxy)-benzene 
-1,2-diamine obtained in Example 218 (Step 3) and lH-pyrazole-3-carboxaldehyde, the title 
compound was obtained as a colourless solid by the same process as in Example 202, a process 
based on this or a combination of these with a normal procedure. 

1H-NMR (CDC13) 8 : 3.22 (3H, s), 7.12 (1H, d, J = 2.3 Hz), 7.17-7.25 (2H, m), 7.40-7.48 (2H, 
m), 7.71-7.74 (1H, m), 7.72 (1H, d, J = 2.3 Hz), 8.00-8.03 (1H, m), 8.17-8.21 (1H, m), 8.38-8.41 
(lH,m). 

ESI-MS (m/e): 474 (M+H). 
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Example 221 

S^2-cvano-phenoxvV2-pvridine-2-vl-6-( 6-ethanesulfonvl-pvridine-3-yloxy V 1 H-benzimidazole 
Step 1 

Synthesis of 3>fluoro^>f6-ethanesulfonvl -pvridine>3-vtoxvVphenvlamine 
To dimethylformamide 150 ml solution of (3-fluoro-4-hydroxy-phenyl)-carbamic acid tert-butyi 
ester 10.0 g obtained in Example 196 (Step 1) were added 5-chloro-2-ethane sulfonyl-pyridine 
10.9 g and cesium carbonate 21.6 g, and the reaction liquor was stirred at 100°C for three hows. 
The solvent was eliminated by distillation under reduced pressure, and thereafter, it was diluted 
with chloroform and was washed using saturated aqueous sodium bicarbonate, and thereafter was 
dried with anhydrous sodium sulphate. The solvent was eliminated by distillation under reduced 
pressure and the obtained residue was purified by silica gel column chromatography (eluent: 
hexane / ethyl acetate - 1/9), and crude product was obtained. The obtained crude product was 
dissolved in 4 N hydrochloric acid-dioxane and was stirred at room temperature for one hour. The 
solvent was eliminated by distillation under reduced pressure, and thereafter, it was diluted with 
chloroform and was washed using water, and thereafter was dried with anhydrous sodium 
sulphate. The solvent was eliminated by distillation under reduced pressure and the obtained 
residue was purified by silica gel column chromatography (eluent: hexane / ethyl acetate = 1/9), 
and the title compound was obtained. 

Step 2 

Synthesis of 5-fluoro-4-(6-ethanesulfonvl-pvridine-3 -vloxvV2-nitro-phenvlamine 
To 3-fluoro-4-(6-ethane sulfonyl-pyridine-3-yloxy)-phenylamine 10.5 g dissolved in 
trifluoroacetic acid 100 ml solution was added potassium nitrate 3.8 g, and the reaction liquor 
was stirred at room temperature for one hour, and thereafter the solvent was eliminated by 
distillationunder reduced pressure. The residue was diluted with ethyl acetate, and it was washed 
successively with saturated aqueous sodium bicarbonate and saturated aqueous sodium chloride 
solution, and thereafter was dried with anhydrous sodium sulphate. The solvent was eliminated 
by distillation under reduced pressure and the obtained residue was purified by silica gel column 
chromatography (eluent: hexane / ethyl acetate = 1/2), and the title compound was obtained. 

Step 3 

Production of 5-(2<;vano-phenoxvy2-pvridine-2-vl-6-(6-ethane sulfonvl-pyridine-3-vloxv) 
-1 H-benzimidazole 

To 3 ml solution of N-methylpyrrolidinone of 5-fluoro-4-(6-ethane sulfonyl-pyridine 
-3-yloxy)-2-mtro-phenylamine 150 mg were added 2-hydroxy-benzonitrile 60 mg and potassium 
carbonate 70 mg, and the reaction liquor was stirred at 90°C for five hours. Water was added to 
the reaction liquor, and thereafter, crude product was obtained by recovering the precipitate by 
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filtration. To methanol 5 ml solution of the obtained crude product, expanded Raney nickel 
catalyst 10 mg and hydrazine • monohydrate 0.12 ml were added, and the reaction liquor was 
stirred for one hour. The catalyst was eliminated by filtration, thereafter the solvent was 
eliminated by distillation under reduced pressure, and crude product 160 mg was obtained. To 
methanol 3 ml solution of the obtained crude product 35 mg, 1M methanol solution 0.20 ml of 
aniline and pyridine-2-carboxaldehyde (1:1) was added, and the reaction liquor was stirred at 
80°C overnight The solvent was eliminated by distillation under reduced pressure, and thereafter, 
the obtained residue was refined by preparative thin layer chromatography (Kieselgel™60F 2 54, 
Art5744 (Merck Co.), chloroform/methanol = 15/1), and obtained the title compound as yellow 
solid. 

1H-NMR(CD30D) 6 : 1.27 (3H, t, J = 7.4 Hz), 3.37 (2H, q, J = 7.4 Hz), 6.91 (1H, d, J = 7.8 Hz), 
7.19 (1H, t, J = 7.8 Hz), 7.43 (1H, d, J « 7.8 Hz), 7.50-7.60 (2H, m), 7.60-7.90 (3H, m), 7.99-8.04 
(2H, m), 8.26 (1H, s), 8.34 (1H, d, J = 7.8 Hz), 8.77 (1H, s). 
ESI-MS (m/e): 498 (M+H). 

Example 222 

5-(2-cvano-phenoxvV2-pviraine-2-vl-6-(6-ethanesulfo^ 

Using 4-(2-cyano-phenoxy)-5-(6-ethanesulfonyl-pyridine-3-yloxy)-benzene-l,2--diamine 
obtained in Example 221 (Step 3) and methylpyrazine-2-imidate, the title compound was 
obtained as a brown solid by the same process as in Example 205, a process based on this or a 
combination of these with a normal procedure. 

1H-NMR(CD30D) 6 : 1.28 (3H, t, J - 7.6 Hz), 3.38 (2H, q, J = 7-6 Hz), 6.94 (1H, d, J = 7.6 Hz), 
7.21 (1H, t, J = 7.6 Hz), 7.45 (1H, dd, J » 8.6, 2.7 Hz), 7.58 (1H, td, J = 7.6, 1.8 Hz), 7.66 (1H, d, 
J = 7.6 Hz), 7.68-7.90 (2H, m), 8.03 (1H, d, J = 8.6 Hz), 8.28 (1H, d, J « 2.7 Hz), 8.75 (1H, d, J 
2.0 Hz), 8.82 (1H, dd, J = 2.0, 1.2 Hz), 9.54 (1H, 1.2 Hz - d). 
ESI-MS (m/e): 499 (M+H). 

Example 223 

5-f2-fluoro-phenoxvV2-pvridine-2-vl-6-(6-ethanesulfonvl-pvridine-3-vloxvVlH- benzimidazole 
Using 5-fluoro-4-(6-ethanesulfonyl-pyridine-3-yloxy)-2-nitro-phenylamine obtained in Example 
221 (Step 2) and 2-fluoro-phenol, the title compound was obtained as a colourless solid by the 
same process as in Example 221 (Step 3), a process based on this or a combination of these with a 
normal procedure. 

1H-NMR(CD30D) 6 : 1.18-1.24 (3H, m), 3.02-3.41 (2H, m), 6.97-7.40 (5H, .m), 7.47-7.77 (3H, 
m), 7.96-8.04 (2H, m), 8.30 (1H, d, J = 7-8 Hz), 8.39-8.42 (1H, m), 8.73-8.78 (1H, m). 
ESI-MS (m/e): 491 (M+H). 

Example 224 
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5-(2-fluoro-phenoxvV2-pvrazine-2-v^ 

Using 4-(2-fluoro-phenoxy)-5-(6-ethanesulfonyl-pyridm^^ 

obtained in Example 223 and methylpyrazine-2-imidate, the title compound was obtained as a 
brown solid by the same process as in Example 205, a process based on this or a combination of 
these with a normal procedure. 

1H-NMR(CD30D) 5 : 1.22 (3H, t, J - 7.4 Hz), 3.38 (2H, q, J = 7.4 Hz), 7.52 (1H, dd, J - 3.1, 8.6 
Hz), 7.00-7.80 (6H, m), 8.04 (1H, d, J « 8.6 Hz), 8.42 (1H, d, J = 3.1 Hz), 8.72 (1H, s), 8.79 (1H, 
s), 9.49 (1H, s). 
ESI-MS (m/e): 492 (M+H). 

Example 225 

HMuorozphenoxy}^^ 
ole 

Using lH-pyrazole-3-carboxaldehyde and 4-(2-fluoro-phenoxy)-5-(6-ethane 

sulfonyl-pyridine-3-yloxy)-benzene-l,2-diamine obtained in Example 223, the title compound 
was obtained as a straw-coloured solid by the same process as in Example 202, a process based 
on this or a combination of these with a normal procedure. 

1H-NMR(CD30D) 5 : 1.22 (3H, t, J = 7.4 Hz), 3.30-3.42 (2H, m), 6,88 (1H, d, J ■ - 1.6 Hz), 
6.99-7.04 (1H, m), 7.07-7.20 (3H, m), 7.22-7.43 (1H, m), 7.49 (1H, dd, J = 7.8, 3.1 Hz), 
7.56-7.68 (1H, m), 7.83 (1H, d, J= 1.6 Hz), 8.02 (1H, d, J - 7.8 Hz), 8.39 (1H, d, J = 3.1 Hz). 
ESI-MS (m/e): 480 (M+H). 

Example 226 

5-(23-difluoro-phenoxvV2-pvridme-2-vl-6-(6-eth^^ 
le 

Using 5-fluoro-4-(6-ethanesulfonyl-pyridine-3-yloxy)-2-mtro-phenylamine obtained in Example 
221 (Step 2) and 2,3-difluoro-phenol, the title compound was obtained as a colourless solid by 
the same process as in Example 221 (Step 3), a process based on this or a combination of these 
with a normal procedure. 

1H-NMR (CDCD) 6 : 1.29 (3H, t, J = 7.4 Hz), 3.38 (2H, q, J - 7.4 Hz), 6.69-6.75 (1H, m), 
6.91-7.02 (2H, m), 7.20 (1/2H, s), 7.27-7.34 (1H, m), 7.37-7.47 (1H, m), 7.41 (1/2H, s), 7.53 
(1/2H, s), 7.72 (1/2H, s), 7.87-7.92 (1H, m), 8.00 (1/2H, d, J = 8.7 Hz), 8.01 (1/2H, d, J - 8.7 Hz), 
8.36-8.41 (1H, m), 8.42 (IH, d, J - 2.7 Hz), 8.63-8.67 (1H, m), 10.75 (1/2H, brs), 10.80 (1/2H, 
brs). 

ESI-MS (m/e): 509 (M+H). 
Example 227 

5-(2.3-difluoro-phenoxvV2-pvrazme-2-vl-6-te-eth 



©Rising Sun Communications Ltd 



http://www.risingsutuco.uk 



WOOS-063738 



183 



Caution : Translation Standard is 
Post-Edited Machine Translation 



ole 

Using 4-(2,3-difluoro-phenoxy)-5-(6-ethanesulfonyl-pyridine-3-yloxy) -benzene-1,2- diamine 
obtained in Example 226 and pyrazine-2-carboxylic acid, the title compound was obtained as a 
colourless solid by the same process as in Example 197, a process based on this or a combination 
of these with a normal procedure. 

1H-NMR (CDC13) 6 : 1.29 (3H, t, J = 7.4 Hz), 3.38 (1H, q, J - 7.4 Hz), 3.39 (1H, q, J - 7.4 Hz), 
6.72-6.78 (1H, m), 6.92-7.05 (2H, rm), 7.22 (1/2H, s), 7.33 (1/2H, dd, J - 8.8, 2.7 Hz), 7.34 
(1/2H, dd, J = 8-8,2.7 Hz), 7.45 (1/2H, s), 7.53 (1/2H, s), 7.75 (1/2H, s), 8.01 (1/2H, d, J = 8.8 
Hz), 8.02 (1/2H, d, J = 8.8 Hz), 8.43 (1H, d, J = 2.7 Hz), 8.60 (1/2H, dd, J - 2.5, 1.6 Hz), 8.62 
(1/2H, dd, J = 2.5, 1.6 Hz), 8.69 (1/2H, d, J - 2.5 Hz), 8.70 (1/2H, d, J - 2.5 Hz), 9.61 (1/2H, d, J 
= 1.6 Hz), 9.63 (1/2H, d, J = 1.6 Hz), 10.52 (1/2H, brs), 10.62 (1/2H, brs). 
ESI-MS(m/e):510(M+H). 

Example 228 

5-(2.3-difluoro-phenoxvV2-n-methvl-lH-pvrazoU 
H-benzimidazole 

Using l-methyl-lH-pyrazole-3-carboxylic acid and 4-(2,3-difluoro-phenoxy)-5-(6-ethane 
sulfonyl-pyridine-3-yloxy)-benzene-l ^-diamine obtained in Example 226, the title compound 
was obtained as a colourless solid by the same process as in Example 203, a process based on this 
or a combination of these with a normal procedure. 

1H-NMR (CDC13) 8 : 1.29 (3H, t, J = 7.4 Hz), 3.37 (1H, q, J - 7.4 Hz), 3.38 (1H, q, J = 7.4 Hz), 
3.97 (2H, s), 3.98 (1H, s), 6.65-6.75 (1/3H, m), 6.87 (1/2H, brs), 6.89-7.01 (3H, m), 7.10-7.19 
(1H, m), 7.26-7.38 (1H, m), 7.30 (1/2H, s), 7.45 (2/3H, d, J = 2.3 Hz), 7.47 (1/3H, d, J - 2.3 Hz), 
7.50-7.53 (1/6H, m), 7.62-7.67 ( 2H, m), 7.95-8.05 (1H, m), 8.39 (1/3H, d, J « 2.5 Hz), 8.54 
(2/3H, d, J = 2.5 Hz), 10.00-10.25 (1H, m). 
ESI-MS (m/e): 512 (M+H). 

Example 229 

5-( 2.4-difluoro-phenoxvV2-pvridine-2-vl-6-( r 6-ethanesulfonvl-pvridine-3-vloxvV 1 H-benzimidazo 
le 

Using 5-fluoro-4-(6-ethanesulfonyl-pyridine-3-yloxy)-2-nitro-phenylamine obtained in Example 
22T(Step 2) and 2,4-difluoro-phenol, the title compound was obtained as a colourless solid by 
the same process as in Example 221 (Step 3), a process based on this or a combination of these 
with a normal procedure. 

1H-NMR (CDC13) 6 : 1.29 (3H, t, J - 7.4 Hz), 3.37 (1H, q, J = 7.4 Hz), 3.38 (1H, q, J - 7.4 Hz), 
6.81-6.95 (2H, m), 6.95-7.05 (1H, m), 7.06 (1/2H, S), 7.33 (1/2H, s), 7.32 (1/2H, dd, J = 8.6, 2.7 
Hz), 7.34 (1/2H, dd, J = 8.6, 2.7 Hz), 7.37-7.41 (1H, m), 7.40 (1/2H, s), 7.70 (1/2H, s), 7.86-7.91 
(1H, m), 8.00 (1/2H, d, J = 8.6 Hz), 8.01 (1/2H, d, J - 8.6 Hz), 8.34-8.39 (1H, m), 8.46 (1H, d, J 
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= 2.7 Hz), 8.62-8.67 (1H, m), 10.67 (1/2H, brs), 10.76 (1/2H, brs). 
ESI-MS(m/e): 509 (M+H). 

Example 230 

5-a4-difluoro-phenoxvV2-pw^^ 
ole 

Using pyrazine-2-carboxylic acid and 4-(2,4-difluoro-phenoxy)-5-(6-ethan 
sulfonyl-pyridine-3-yloxy)-benzene-l,2-diamine obtained in Example 229,. the title compound 
was obtained as a colourless solid by the same process as in Example 197, a process based on this 
or a combination of these with a normal procedure. 

1H-NMR (CDC13) 5 : 1.30 (3H, t, J - 7.4 Hz), 3.38 (1H, q, J - 7.4 Hz), 3.39 (1H, q, J = 7.4 Hz), 
6.82-6.95 (2H, m), 6,98-7.05 (1H, m), 7.08 (1/2H, s), 7.34 (1/2H, dd, J = 8.6, 2.7 Hz), 7.35 (1/2H, 
dd, J - 8.6, 2.7 Hz), 7.38 (1/2H, s), 7.44 (1/2H, s), 7.74 (1/2H, s), 8.02 (1/2H, d, J = 8.6 Hz), 8.03 
(1/2H, d, J = 8.6 Hz), 8.46 (1/2H, d, J » 2.7 Hz), 8.47 (1/2H, d, J = 2.7 Hz), 8.58 (1/2H, dd, J = 
2.7, 1.6 Hz), 8.60 (1/2H, dd, J - 2.7, 1.6 Hz), 8.67 (1/2H, d, J - 2.7 Hz), 8.68 (1/2H, d, J = 2.7 
Hz), 9.59 (1/2H, d, J = 1.6 Hz), 9.61 (1/2H, d, J = 1.6 Hz), 10.54 (1/2H, brs), 10.69 (1/2H, brs). 
ESI-MS(m/e):510 (M+H). 

Example 231 

5-(2.4-difluoro-phenoxvV2-n-methvl-lH^ 
H-benzimidazole 

Using 1 -methyl- 1 H-pyrazole-3 -carboxylic acid and 4-(2,4-difluoro-phenoxy)-5-(6-ethane 
sulfonyl-pyridine-3-yloxy)-benzene-l,2-diamine obtained in Example 229, the title compound 
was obtained as a colourless solid by the same process as in Example 203, a process based on this 
or a combination of these with a normal procedure. 

1H-NMR (CDC13) 5 : 1.28 (3H, t, J - 7.4 Hz), 3.38 (2H, q, J = 7.4 Hz), 3.98 (3H, s), 6.78-6.85 
(1H, m), 6.85-6.93 (1H, m), 6.93-6.98 (1H, m), 6.93-6.98 (1/2H, m), 6.99 (1H, d, J = 2.3 Hz), 
7.02 (1/2H, brs), 7.27-7.34 (1H, m), 7.36 (1/2H, brs), 7.46 (1H, d, J = 2.3 Hz), 7.64 (1/2H, brs), 
7.99 (1H, d, J = 8.6 Hz), 8.43 (1H, d, J = 2.7 Hz), 10.19 (1/2H, brs), 10.29 (1/2H, brs). 
ESI-MS(m/e):512(M+H). 

Example 232 

5-(2 t 5-difluoro-phenoxvV2-pvridine-2-vl-6-(6-ethanesulfopvl-Pvridine-3-vlo 

k 

Using 5-fluoro-4-(6-ethanesulfonyl-pyridine-3-yloxy)-2-mtro-phenylamin obtained in Example 
221 (Step 2) and 2,5-difluoro-phenol, the title compound was obtained as a white solid by the 
same process as in Example 221 (Step 3), a process based on this or a combination of these with a 
normal procedure. 
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1H-NMR(CD30D) 6 : 1.23 (3H, t, J = 7.4 Hz), 3.38 (2H, q, J - 7.4 Hz), 6.76-6.89 (2H, m), 
7.15-7.24 (1H, m), 7.49-7.55 (3H, m), 7.71 (1H, s), 8.01 (1H, td, J - 7.4, 2.3 Hz), 8.04 (1H, d, J = 
7.4 Hz), 8.32 (1H, d, J = 7.4 Hz), 8.40 (1H, d, J = 2.3 Hz), 8.77 (1H, d, J » 4.3 Hz). 
ESI-MS (m/e): 509 (M+H). 

Example 233 

5-(2.5-difluoro-phenoxvV2-pvridine-l-oxi 
zimidazole 

To chloroform 1.5 ml solution of 5-(2,5-difluoro-phenoxy)-2-pyridine-2-yl-6- 
(6-ethanesulfonyl-pyridine-3-yloxy)-lH-benzimidazole 7.5 mg obtained in Example 232 was 
added m-chloroperbenzoic acid 7.5 mg, and thereafter the reaction liquor was stirred at 45°C for 
one hour. The solvent was eliminated by distillation under reduced pressure and the obtained 
residue was purified by reverse medium pressure liquid chromatography [ODS-AS-360-CC 
(made by YMC) mobile phase: water-acetonitrile-0.1% trifluoroacetic acid]. The solvent (sic) of 
the obtained fraction was diluted with ethyl acetate and was washed using saturated aqueous 
sodium bicarbonate, and thereafter was dried with anhydrous sodium sulphate. The solvent was 
eliminated by distillation under reduced pressure, and the title compound was obtained as a 
straw-coloured solid. 

1H-NMR(CD30D) 6 : 1.23 (3H, t, J= 7.4 Hz), 3.38 (2H, q, J = 7.4 Hz), 6.78-6.90 (2H, m), 7.20 
(1H, td, J = 9.8, 5.1 Hz), 7.52 (1H, dd, J = 6.6, 3.1 Hz), 7.56 (1H, s), 7.62 (1H, t, J = 8.2 Hz), 7.73 
(1H, V J = 8.2 Hz), 7.78 (1H, s), 8.04 (1H, d, J = 8.2 Hz), 8.41 (1H, d, J = 3.1 Hz), 8.51 (1H, d, J 
« 6.6 Hz), 8.64 (1H, d, J = 8.2 Hz). 
ESI-MS (m/e): 525 (M+H). 

Example 234 

5-(2.5^fluoro-phenoxvV2-pvrazine-2-vl-6-fc-ethane 
ole 

Using methylpyrazine-2-imidate and 4-(2,5-difluoro-phenoxy)-5-(6-ethane 

sulfonyl-pyridine-3-yloxy)-benzene-l, 2 -diamine obtained in Example 232, the title compound 
was obtained as a white solid by the same process as in Example 205, a process based on this or a 
combination of these with a normal procedure. 

1H-NMR(CD30D) 6 : 1.24 (3H, t, J - 6.9 Hz), 3.38 (2H, q, J = 6.9 Hz), 6.77-6.91 (2H, m), 
7.17-7.24 (1H, m), 7.51 (1H, s), 7.52 (1H, dd, J = 7.4, 4.3 Hz), 7.74 (1H, s), 8.04 (1H, d, J - 7.4 
Hz), 8.41 (1H, d, J = 2.3 Hz), 8.74 (1H, d, J = 4.3 Hz), 8.80 (1H, dd, J = 2.3, 1.8 Hz), 9.51 (1H, d, 
J=1.8Hz). 

ESI-MS (m/e): 510 (M+H). 
Example 235 
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5-(2»6-difluoro-phenoxvV2-pvridine-2-vl-6-(6-ethanesu^ 
le 

Using 5-fluoro^-(6-ethanesulfonyl-pyridine-3-yloxy)-2-nitro-phenylainine obtained in Example 
221 (Step 2) and 2,6-difluoro-phenol, the title compound was obtained as a colourless solid by 
the same process as in Example 221 (Step 3), a process based on this or a combination of these 
with a normal procedure. 

1H-NMR (CDC13) 8 : 1.29 (3H, t, J - 7.4 Hz), 3.38 (1H, q, J = 7.4 Hz), 3.39 (1H, q, J - 7.4 Hz), 
6.68-6.75 (1/2H, m), 6.90-7.00 (2H, m), 7.12-7.26 (1H, m), 7.27-7.53 (3H, m), 7.68-7.72 (1/2H, 
m), 7.84-7.92 (1H, m), 7.98-8.04 (1H, m), 8.31-8.39 (1H, m), 8.41 (1/2H, d, J = 2.3 Hz), 8.56 
(1/2H, d, J = 2.3 Hz), 8.57-8.63 (1H, m), 10.59-10.88 (1H, m). 
ESI-MS (m/e): 509 (M+H). 

Example 236 

5-(2,6-difluoro-phenoxy)-2-pyrazine-2-yl-6-(6-ethanesulfonyl-pyridine-3-yloxy)-lH-benzimidaz 
ole. 

Using pyrazine-2-carboxylic acid and 4-(2,6-difluoro-phenoxy)-5 

-(6-ethanesulfonyl-pyridine-3-yloxy)-benzene-l,2-diamine obtained in Example 235, the title 
compound was obtained as a colourless solid by the same process as in Example 197, a process 
based on this or a combination of these with a normal procedure. 

1H-NMR (CDC13) 6 : 1.29 (3H, t, J = 7.4 Hz), 3.38 (1/2H, q, J = 7.4 Hz), 3.39, (1H, q, J = 7.4 
Hz), .3.40 (1/2H, q, J = 7.4 Hz), 6.73-6.78 (1/2H, m), 6.93-7.04 (2H, m), 6.93-7.04 (1/2H, m), 
7.14-7.20 (1/2H, m), 7.22 (1/4H, s), 7.31-7.42 (1H, m), 7.44 (1/4H, s), 7.45 (1/4H, s), 7.53 (1/4H, 
s), 7.74 (1/4H, s), 7.75 (1/4H, s), 8.00-8.05 (1H, m), 8.43 (1/2H, d, J - 2.7 Hz), 8.56 (1/4H, dd, J 
= 2.5, 1.6 Hz), 8.57 (1/2H, d, J = 2.7 Hz), 8.59 (1/4H, dd, J - 2.5, 1.6 Hz), 8.60 (1/4H, dd, J = 2.5, 
1.6 Hz), 8:61 (1/4H, dd, J = 2.5, 1.6 Hz), 8.66 (1/4H, d, J - 2.5 Hz), 8.67 (1/4H, d, J = 2.5 Hz), 
8.68 (1/4H, d, J = 2.5 Hz), 8.69 (1/4H, .d, J = 2.5 Hz), 9.56 (1/4H, d, J - 1.6 Hz), 9.60 (1/4H, d, J 
- 1.6 Hz), 9.61 (1/4H, d, J - 1.6 Hz), 9.63 (1/4H, d, J - 1.6 Hz), 10.36 (1/4H, brs), 10.48 (1/4H, 
brs), 10.51 (1/4H, brs), 10.57 (1/4H, brs) 
ESI-MS (m/e): 510 (M+H). 

Example 237 

5-(2.6-difluoro-phenoxvV2-a-methvl-lH-pvra^ 
H-benzimidazole 

Using l-methyHH-pyrazole-3-carboxylic acid and 4-(2,6-difluoro-phenoxy)-5- 
(6-ethanesulfonyl-pyridine-3-yloxy)-benzene-l ^-diamine obtained in Example 235, the title 
compound was obtained as a colourless solid by the same process as in Example 203, a process 
based on this or a combination of these with a normal procedure. 
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1H-NMR (CDC13) 6 : 1.29 (3H, t, J= 7.4 Hz), 3.38 (2H, q, J = 7.4 Hz), 3.96 (3H, s), 6.87 (1/2H, 
brs), 6.93-7.00 (3H, m), 7.10-7.17 (1H, ra), 7.18 (1/2H, s), 7.30 (1/2H, s), 7.32-7.40 (1H, m), 7.34 
(1H, d, J - 2.5 Hz), 7.63 (1/2H, brs), 7.98-8.03 (1H, m), 8.54 (1H, d, J - 2.7 Hz), 10.18 (1/2H, 
brs), 10.35 (1/2H, brs). 
ES1-MS (m/e): 512 (M+H). 

Example 238 

5-(2-trifluoromethoxv-phenoxyy2-pvrazme-2-vl-6-(6-e 
midazole 

Using 5-fluoro-4-(6-ethanesulfonyl-pyridine-3-yloxy)-2-nitro-phenylamine obtained in Example 
221 (Step 2) and 2-trifluoromethoxy-phenoi, the title compound was obtained as a colourless 
solid by the same process as in Example 196 (Step 4), (Step 5) and Example 205, a process based 
on these or a combination of these successively with a normal procedure. 

1H-NMR (CDC13) 6 : 1.27 (3H, t, J = 7.4 Hz), 3.36 and 3.37 (total 2H, each q, J = 7.4 Hz), 
6.95-7.00 (1H, m), 7.12-7.46 (5H, m), 7.50 and 7.76 (total 1H, each s), 7.98 and 8.00 (total 1H, 
each d, J = 8.8 Hz), 8.41 (1H, d, J - 2.7 Hz), 8.59-8.62 (1H, m), 8.68 (1H, d, J = 2.4 Hz), 9.61 
and 9.63 (total 1H, each d, J - 1.6 Hz). 
ESI-MS (m/e): 558 (M+H). 

Example 239 

5-f2-fluoropvridine-3-vloxv)-6-(6-ethanesulfonvl 
Pvridine-3 -vlox vV2-p vridine-2-vl- 1 H-benzimidazole 

Using 5-fluoro-4-(6-ethanesulfonyl-pyridine-3-yloxy)-2-nitro-phenylamine obtained in Example 
221 (Step 2) and 2-fluoro-pyridin-3-ol, the title compound was obtained as a colourless solid by 
the same process as in Example 221 (Step 3), a process based on this or a combination of these 
with a normal procedure. 

1H-NMR (CDC13) 6 : 1.29 (3H, t, J - 7.4 Hz), 3.38 (2H, q, J - 7.4 Hz), 7.11-7.16 (1H, m), 7.24 
(1/2H, s), 7.26-7.35 (2H, m), 7.41-7.45 (1H, m). 7.43 (1/2H, s), 7.55 (1/2H, s), 7.72 (1/2H, s), 
7.88-7.94 (2H, m), 7.99-8.03 (1H, m), 8.38-8.41 (2H, m), 8.65-8.67 (1H, m), 10.94 (1/2H, brs), 
10.98 (1/2H, brs) 
ESI-MS (m/e): 492 (M+H). 

Example 240 

5-( 2-fluorop vridine-3 -vloxv V6-( 6-ethanesulfon vl p vridine-3 -vlox v V 2-p vrazin e-2 -vl- 1 H- 
benzimidazole 

Using pyrazine-2-carboxylic acid and 4-(2-fluoropyridine-3-yloxy)-5-(6-ethanesulfonyl- 
pyridine-3-yloxy)-benzene-l,2-diamine obtained in Example 239, the title compound was 
obtained as a colourless solid by the same process as in Example 197, a process based on this or a 
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combination of these with a normal procedure. 

1H-NMR (CDC13) & : 1.30 (3H, t, J= 7.4 Hz), 3.38 (1H, q, J = 7.4 Hz), 3.39 (1H, q, J = 7.4 Hz), 
7.13-7.24 (1H, m), 7.24 (1/2H, s), 7.26-7.39 (2H, m), 7.47 (1/2H, s), 7.56 (1/2H, s), 7.77 (1/2H, 
s), 7.95-8.05 (2H, m), 8.40 (1H, d, J = 2.3 Hz), 7.62 (1/2H, dd, J - 2.4, 1.6 Hz), 8.63 (1/2H, dd, J 
= 2.4, 1.6 Hz), 8.70 (1/2H, d, J - 2.4 Hz), 8.71 (1/2H, d, J - 2.4 Hz), 9.62 (1/2H, d, J = 1.6 Hz), 
9.63 (1/2H, d, J =1.6 Hz), 10.45 (1/2H, brs), 10.51 (1/2H, brs). 
ESI-MS (m/e): 493 (M+H). 

Example 241 

5-(2-fluoropvridine-3-vloxvV2-nH-pvra^ 
zimidazole 

Using lH-pyrazole-3-carboxaldehyde and 4-(2-fluoropyridine-3-yloxy)-5-(6-ethane 
sulfonyl-pyridine-3-yloxy)-benzene-l,2-diamine obtained in Example 239, the title compound 
was obtained as a colourless solid by the same process as in Example 202, a process based on this 
or a combination of these with a normal procedure. 

1H-NMR (CDC13) 6 : 1.29 (3H, t, J = 7.4 Hz), 3.37 (2H, q, J - 7.4 Hz), 7.07 (1H, d, J = 2.7 Hz), 
7.08-7.13 (1H, m), 7.20 (1/2H, brs), 7.24-7.30 (2H, m), 7.34 (1/2H, brs), 7.52 (1/2H, brs), 7.65 
(1/2H, brs), 7.71 (1H, d, J = 2.7 Hz), 7.88-7.92 (1H, m), 7.99 (1H, d, J = 8.6 Hz), 8.33 (1H, d, J = 
2.7 Hz) 

ESI-MS (m/e): 481 (M+H). 
Example 242 

5-(2-chloropvridine-3-vl oxvV6-r6-ethanesulfonvl pvridine-3-vloxvV2- pvridine-2-vl-lH- 
benzimidazole 

Using 5-fluoro-4-(6-ethanesulfonyl-pyridine-3-yloxy)-2-nitro-phenylamine obtained in Example 
221 (Step 2) and 2-chloro-pyridin-3-ol, the title compound was obtained as a colourless solid by 
the same process as in Example 221 (Step 3), a process based on this or a combination of these 
with a normal procedure. 

1H-NMR (CDC13) 6 : 1.29 (3H, t, J = 7.4 Hz), 3.38 (2H, q, J = 7.4 Hz), 7.14-7.20 (2H, m), 7.28 
(1/2H, s), 7.20-7.31 (1H, m), 7.40-7.46 (1H, m), 7.46 (1/2H, s), 7.60 (1/2H, s), 7.76 (1/2H, s), 
7.88-7.93 (1H, m), 8.00 (1/2H, d, J - 8.6 Hz), 8.01 (1/2H, d, J = 8.6 Hz), 8.11-8.16 (1H, m), 
8.31-8.35 (1H, m), 8.38-8.42 (1H, m), 8.64-8.68 (1H, m), 10.82-10.95 (1H, m). 
ESI-MS (m/e): 508 (M+H). 

Example 243 

5-(2-chloropvridine-3-vloxvV6-f6-ethanesulfonvl 
p vridine-3 -vlox vV2-pvrazine-2-vl- 1 H-benzimidazole 

Using pyrazine-2-carboxylic acid and 4-(2-chloropyridine-3-yloxy)-5-(6-ethane 
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sulfonyl-pyridine-3-yloxy)-benzene-l,2-diamine obtained in Example 242, the title compound 
was obtained as a colourless solid by the same process as in Example 197, a process based on this 
or a combination of these with a normal procedure. 

1H-NMR (CDC13) 6 : 1.29 (3H, t, J = 7.4 Hz), 3.37 (2H, q, J = 7.4 Hz), 7.18-7.24 (2H, m), 7.30 
(1/2H, s), 7.31 (1/2H, dd, J = 8.6, 2.7 Hz), 7.32 (1/2H, dd, J = 8.6, 2.7 Hz), 7.51 (1/2H, s), 7.61 
(1/2H, s), 7.81 (1/2H, s), 8.02 (1/2H, d, J = 8.6 Hz), 8.04 (1/2H, d, J = 8.6 Hz), 8.15-8.20 (1H, m), 
8.35 (1/2H, d, J = 2.7 Hz), 8.36 (1/2H, d, J = 2.7 Hz), 8.63 (1/2H, dd, J = 2.3, 1.6 Hz), 8.64 (1/2H, 
dd, J - 2.3, 1.6 Hz), 8.72 (1/2H, d, J = 2.3 Hz), 8.73 (1/2H, d, J = 2.3 Hz), 9,64 (1/2H, d, J = 1.6 
Hz), 9.65 (1/2H, d, J = 1.6 Hz), 10.60 (1/2H, brs), 10.68 (1/2H, brs). 
ESI-MS (m/e): 509 (M+H). 

Example 244 

5-(2-chloropvridine-3-vloxvy2-n-methvM 
vV 1 H-benzimidazole 

Using 1 -methyl- 1 H-pyrazole-3-carboxylic acid and 4-(2-chloropyridine-3-yloxy)-5- 
(6-ethanesulfonyl-pyridine-3-yloxy)-benzene-l,2-diamine obtained in Example 242, the title 
compound was obtained as a colourless solid by the same process as in Example 203, a process 
based on this or a combination of these with a normal procedure. 

1H-NMR (CDC13) 6 : 1.29 (3H, t, J = 7.4 Hz), 3.37 (2H, q, J = 7.4 Hz), 4.01 (3H, s), 7.01 (1H, d, 
J - 2.3 Hz), 7.12-7.17 (2H, m), 7.26 (1H, dd, J = 8.8, 2.7 Hz), 7.39 (1/2H, brs), 7.48 (1/2H, brs), 
7.49 (1H, d, J = 2.3 Hz), 7.58 (1/2H, brs), 7.69 (1/2H, brs), 7.99 (1H, d, J - 8.8 Hz), 8.10-8.15 
(1H, m), 8.31 (1H, d, J = 2.7 Hz), 10.28 (1H, brs). 
ESI-MS (m/e): 511 (M+H). 

Example 245 

5-f2-cvanopyridine-3-vloxvV6-( , 6-ethanesulfonvl ; pvridine-3-vloxvV2-pvridine-2- 

vl-l H-benzimidazole 

Using 5-fluoro-4-(6-ethanesulfonyl-pyridine-3-yloxy)-2-nitro-phenylamine obtained in Example 
221 (Step 2) and l-oxy-pyridin-3-ol, the title compound was obtained as a colourless solid by the 
same process as in Example 218, a process based on this or a combination of these with a normal 
procedure. 

1H-NMR (CDC13) 6 : 1.30 (3H, t, J - 7.4 Hz), 3.37 (2H, q, J = 7.4 Hz), 7.12-7.26 (3H, m), 
7.38-7.45 (2H, m), 7.45 (1/2H, s), 7.46 (1/2H, s), 7.75 (1H, s), 7.89-7.94 (1H, m), 7.99-8.05 (1H, 
m), 8.22-8.26 (1H, m), 8.39-8.43 (1H, m), 8.67-8.70 (1H, m), 10.88 (1H, brs). 
ESI-MS (m/e): 499 (M+H). 

Example 246 

5-f2-cvanopvridine-3-vloxvV6-(6-ethanesulfonvl pvridine-3-vloxvV2-pvrazine- 
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2-vl-lH-ben zimidazole 

Using pyrazine-2-carboxylic acid and 4-(2-cyanopyridine-3-yloxy)-5-(6-ethane 
sulfonyl-pyridine-3-yloxy)-benzene-l,2-diamine obtained in Example 245, the title compound 
was obtained as a colourless solid by the same process as in Example 197, a process based on this 
or a combination of these with a normal procedure. 

1H-NMR (CDC13) 5 : 1.35 (3/2H, t, J - 7.4 Hz), 1.37 (3/2H, t, J = 7.4 Hz), 3.38 (1H, q, J - 7.4 
Hz), 3.39 (1H, q, J = 7.4 Hz), 7.19-7.26 (2H, m), 7.42-7.47 (1H, m), 7.53 (1/2H, s), 7.54 (1/2H, s), 
7.80 (1/2H, s), 7.81 (1/2H, s), 8.04 (1/2H, d, J - 8.6 Hz), 8.05 (1/2H, d, J = 8.6 Hz), 8.22-8.25 
(1H, m), 8.40-8.43 (1H, m), 8.64-8.66 (1H, m), 8.73 (1H, d, J = 2.5 Hz), 9.65 (1H, d, J = 1.5 Hz), 
10.87 (1/2H, brs), 10.90 (1/2H, brs) 
ESI-MS (m/e): 500 (M-H). 

Example 247 

5-(2-difluoromethoxv-pvridine-3-vto^ 
H-benzimidazole 

Using 5-fluoro-4-(6-ethanesulfonyl-pyridine-3-yloxy)-2-nitro-phenylamine obtained in Example 
221 (Step 2) and 2-difluoromethoxy-pyridin-3-ol, the tide compound was obtained as a colourless 
solid by the same process as in Example 221 (Step 3), a process based on this or a combination of 
these with a normal procedure. 

1H-NMR (DMSO-d6) 6 : 1.10 (3H, t, J = 7.4 Hz), 3.36 (2H, q, J = 7.4 Hz), 7.18-7.25 (1H, m), 
7.31-7.87 (6H, m), 7.94-8.07 (3H, Lm), 8.32-8.36 (1H, m), 8.46-8.49 (1H, m), 8.77 (1H, s). 
ESI-MS (m/e): 540 (M+H). 

Example 248 

5-(2-difluoromethoxv-pvridine-3-vloxv 
H-benzimidazole 

Using methylpyrazine-2-imidate and 4-(2-difluoromethoxy-pyridine-3-yloxy)-5-(6-ethane 
sulfonyl-pyridine-3-yloxy)-benzene-l,2-diamine obtained in Example 247, the title compound 
was obtained as a colourless solid by the same process as in Example 205, a process based on this 
or a combination of these with a normal procedure. 

1H-NMR (CDC13) 6 : 1.30 (3H, t, J = 7.4 Hz), 3.37 (2H, q, J = 7.4 Hz), 7.07-7.11 (1H, m), 7.17 
and 7.76 (total 1H, each s), 7.29-7.34 (2H, m), 7.37 (1H, t, J = 72.8 Hz), 7.46 (1H, s), 7.96-8.03 
(2H, m), 8.43 (1H, s), 8.60 and 8.62 (total 1H, each s), 8.69 (1H, s), 9.60 and 9.63 (total 1H, each 
d,J=1.5 Hz). 
ESI-MS (m/e): 541 (M+H). 

Example 249 

5-f2-difluoromethoxv-Dvridine-3-vloxvV6-(6-ethane 
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sulfonvl-pvridine-3-vloxvV 2-( 1 -methyl- 1 H-pvrazol-3-vlV 1 H-benzimidazole 
Using 1 -methyl- lH-pyrazole-3-carboxy lie acid and 4-(2-difluoromethoxy-pyridine-3 
-yIoxy)-5-(6-ethanesulfonyl-pyridine-3-yloxy)-benzene-l,2-diamine obtained in Example 247, 
the title compound was obtained as a colourless solid by the same process as in Example 203, a 
process based on this or a combination of these with a normal procedure. 

1H-NMR (DMSO-d6) 6:1.10 (3H, t, J - 7.4 Hz), 3.36 (2H, q, J - 7.4 Hz), 4.00 (3H, s), 6.88 (1H, 
d.J= 2.3 Hz), 7.19 (1H, brs), 7.26-7.75 (4H, m), 7.63 (1H, t, J - 72.4 Hz), 7.90-7.99 (3H, m), 8.45 
(1H, d,J=2.7 Hz). 
ESI-MS (m/e): 543 (M+H). 

Example 250 

6-benzvloxv-5-(2-nuorop henoxvV2-pvrazine-2-vl-lH-benzimidazole 
Stepl 

Synthesis of 4-benzvloxv-3-fluoroaniline 

To methanol 60 ml solution of 4-benzyloxy-3-fluoro nitrobenzene 4.94 g, 2.91 ml hydrazine 
monohydrate and about 1 g expanded Raney nickel catalyst were added, and the reaction liquor 
was stirred at room temperature for two hours. By eliminating the solvent under reduced pressure 
after eliminating the catalyst by filtration with celite, the title compound was obtained as a yellow 
oily substance. 

Step 2 

Synthesis of N-(4-benzvloxv-3-fluorophenvO pyrazine carboxamide 

To pyridine 60 ml solution of 4-benzyloxy-3-fluoroaniline 4.13 g, pyrazine-2-carboxyiic acid 
2.59 g and l-(3-dimethylaminopropyl)-3-ethyi carbodiimide • monohydrochloride 4.73 g were 
added, and the reaction liquor was stirred at room temperature overnight. Pyridine was eliminated 
by distillation under reduced pressure, and thereafter, water was added. By recovering the formed 
precipitate by filtration, the title compound was obtained as a brown solid. 

Step 3 

Synthesis of N-(4-benzvloxv-5-fluoro-2-nitrophenvri pyrazine carboxamide 
To chloroform 40 ml suspension of N-(4-benzyloxy-3-fluorophenyl) pyrazine carboxamide 5.80 
g, trifluoroacetic acid 40 ml and potassium nitrate 1.99 g were added under ice cooling, and the 
reaction liquor was stirred at room temperature overnight The solvent was eliminated by 
distillation under reduced pressure, and thereafter, saturated aqueous sodium bicarbonate was 
added. The formed precipitate was recovered by filtration and thereafter, washed using water. By 
washing the obtained solid with mixed solvent of ethyl acetate and hexane, the title compound 
was obtained as yellow solid. 
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Step 4 

Synthesis of N-(4-benzvloxv-5-(2-fluorophenoxvV2-mtrophenvfl pvrazine carboxamide 
To dimethylformamide 16 ml solution of N-(4-benzyloxy-5-fluoro-2-nitrophenyl) pyrazine 
carboxamide 2.14 g, 2-fluorophenol 0.54 ml and potassium caibonate 2.53 g were added, and the 
reaction liquor was stirred at 90°C for five hours, and thereafter, water was added. By recovering 
the formed precipitate by filtration, the title compound was obtained as yellow solid. 

StepS 

Production of 5-benzvloxv-6-f 2-fluorophenoxvV2-pvrazine-2-vi- 1 H-benzimidazole 
To dimethylformamide 16 ml suspension of N-(4-benzyloxy-5-(2-fluorophenoxy)-2 -nitrophenyl) 
pyrazine carboxamide 1.52 g, tin chloride (II) dihydrate 3.72 g was added, and the reaction liquor 
was stirred at 80°C overnight The reaction liquor was diluted with ethyl acetate, and it was 
washed successively with saturated aqueous sodium bicarbonate, water and saturated aqueous 
sodium chloride solution, and thereafter was dried with anhydrous magnesium sulphate. The 
solvent was eliminated by distillation under reduced pressure, and, by washing the obtained 
residue with mixed solvent of ethyl acetate and hexane, the title compound was obtained as 
yellow solid. 

1H-NMR (DMSO-d6) 6 : 5.15 and 5.17 (total 2H, each s), 6.78-6.93 (1H, m), 7.06-7.40 (9H, m), 
7.54 and 7.57 (total 1H, each s), 8.73 and 8.74 (total 1H, each s), 8.76-8.79 (1H, m), 9.43 and 
9.44 (total 1H, each d, J = 1.6 Hz). 
ESI-MS (m/e):413 (M+H). 

Example 251 

5-(2-fluoro -phenoxYV2-pvrazine-2^ 
Step 1 

Synthesis of 5-(2-fluorophenoxvV6-hvdrox v-2-pvrazine-2-vl- 1 H-benzimidazole 
To tetrahydrofuran 10 ml and methanol 10 ml suspension of 
5-benzyloxy-6-(2-fluorpphenoxy)-2-pyrazine-2-yl-l H-benzimidazole 697 mg obtained in 
Example 250 was added 20 % palladium hydroxide-carbon catalyst 500 mg, and the reaction 
liquor was stirred at room temperature under a hydrogen atmosphere for one hour. The catalyst 
was eliminated by filtration with celite, and the solvent was eliminated by distillation under 
reduced pressure and the obtained residue was purified by silica gel column chromatography 
(eluent: ethyl acetate), and the title compound was obtained as yellow solid. 

Step 2 

Production of 5-( r 2-fluoro-phenoxvV2-pyrazine-2-vl-6-f2-cvano- pvrimidine-5-vloxv) 
- 1 H-benzimidazole 

To N-methylpyrrolidinone 0.5 ml solution of 5-(2-fluorophenoxy)-6 
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-hydroxy-2-pyrazine-2-yl-lH-benzimidazole 7.0 mg obtained in Step 1 were added 
5-bromo-2-cyano-pyrimidine 7.0 mg and cesium carbonate 15 mg, and thereafter the reaction 
liquor was stirred at 90°C for 15 minutes. The reaction mixture was purified using reverse phase 
medium pressure liquid chromatography [ODS-AS-360-CC (made by YMC) mobile phase: 
water-acetonitrile-0.1% trifluoro acetic acid]. The obtained fraction was diluted with ethyl acetate 
and was washed using saturated aqueous sodium bicarbonate, and thereafter was dried with 
anhydrous sodium sulphate. By eliminating the solvent under reduced pressure, the title 
compound was obtained as a colourless solid. 

1H-NMR(CD30D) 6 : 7.01-7.58 (5H, m), 7.64-7.82 (1H, m), 8.52 (2H, s), 8.67 (1H, s), 8.74 (1H, 

s),9.44(lH,s). 

ESl-MS(m/e):426 (M+H). 

Example 252 

5-f2-fluoro-DhenoxvV2-pvrazine-2-vl-6-(6-cvano-pvridine-3-vloxvVlH-ben2imida2ole 
Using 5-(2-fluorophenoxy)-6-hydroxy-2-pyrazine-2-yl-lH-benzimidazole obtained in Example 
251 (Step 1) and 5-bromo-2-cyanopyridine, the title compound was obtained as yellow solid by 
the same process as in Example 251 (Step 2), a process based on this or a combination of these 
with a normal procedure. 

1H-NMR(CD30D) 6 : 7.01-7.30 (5H, m), 7.42 (1H, dd, J = 8.6, 3.1 Hz), 7.55-7.77 (1H, m), 7.81 
(1H, d, J - 8.6 Hz), 8.39 (1H, d, J = 3.1 Hz), 8.71 (1H, s), 8.77 (1H, s), 9.47 (1H, s). 
ES1-MS (m/e): 425 (M+H). 

Example 253 

5-f2-fluoro-phenoxvV2-pvraznne-2-vl-6-(6-trifluoro 

To N-methylpyrrolidinone 1 ml solution of 21 mg of 
5-(2-fluorophenoxy)-6-hydroxy-2-pyrazine-2-yl-lH-benzimidazole obtained in Example 251 
(Step 1) were added 5-bromo-2-trifluoromethyl-pyridine 16 mg, cesium carbonate 50 mg and 
copper (II) oxide 10 mg, and thereafter the reaction liquor was stirred at 130°C for five hours. 
The precipitate was separated by filtration, and thereafter the solution was purified using reverse 
phase medium pressure liquid chromatography [ODS-AS-360-CC (made by YMC) mobile phase: 
water-acetonitrile-0.1% trifluoroacetic acid]. The obtained fraction was diluted with ethyl acetate 
and was washed using saturated aqueous sodium bicarbonate, and thereafter was dried with 
anhydrous sodium sulphate. By eliminating the solvent under reduced pressure, the title 
compound was obtained as a brown solid. 

1H-NMR(CD30D) 6 : 6.70-7.84 (6H, m), 7.49 (1H, dd, J = 8.8 Hz, 2.8 Hz), 7.78 (1H, d, J = 8.8 
Hz), 8.39 (1H, d, J = 2.8 Hz), 8.73 (1H, s), 8.80 (1H, s), 9.49 (1H, s). 
ESI-MS (m/e): 468 (M+H). 
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Example 254 

5- (2.6-difluoro-phenoxvM-fluoro-2-pyra^ 
-benzimidazole 

Stepl 

Synthesis of 2.3-difluoro>l-f6"methanesulphonvl-pvridiiie-3-vloxvM>nitro>beiizene 

To 3 ml N-methylpyrrolidinone solution of 2,3,4-trifluoro-nitrobenzene 135 mg were added 

6- methanesulphonyl-pyridin-3-ol 112 mg and potassium carbonate 100 mg, and the reaction 
liquor was stirred at 50°C for one hour. The reaction liquor was diluted with ethyl acetate, and it 
was washed successively with water and saturated aqueous sodium chloride solution, and 
thereafter was dried with anhydrous sodium sulphate. The solvent was eliminated by distillation 
under reduced pressure and the obtained residue was purified by silica gel column 
chromatography (eluent: hexane / ethyl acetate =1/1), and the title compound was obtained. 

Step 2 

Synthesis of N-(2 < 3-difluoro-4-f6-met hanesulphonvl-pvridine>3-vloxvV6-nitro-phenvn pvrazine 
carboxamide 

To methanol 3 ml solution of 2,3-difluoro-l-(6- methanesulphonyl-pyridine-3-yloxy)-4- 
nitro-benzene 22 mg were added 0.2 ml hydrazine monohydrate and about 0.01 g expanded 
Raney nickel catalysts, and the reaction liquor was stirred at room temperature for 15 minutes. 
The catalyst was eliminated by filtration by celite, and, by eliminating the solvent under reduced 
pressure, crude product was obtained. To pyridine 1 ml solution of the obtained crude product, 
pyrazine-2-carboxylic acid 12 mg and l-(3-dimethylaminopropyl)-3-ethyl carbodiimide • 
monohydrochloride 25 mg were added, and the reaction liquor was stirred at room temperature 
overnight The reaction liquor was diluted with ethyl acetate, and it was washed successively with 
water and saturated aqueous sodium chloride solution, and thereafter was dried with anhydrous 
sodium sulphate. The solvent was eliminated by distillation under reduced pressure, and the crude 
product was obtained. To trifluoroacetic acid 2 ml solution of crude product, fuming nitric acid 
0.1 ml was added, and the reaction liquor was stirred at 45°C overnight. The solvent was 
eliminated by distillation under reduced pressure, and thereafter, the obtained residue was refined 
by preparative thin layer chromatography (Kieselgel™60F 25 4, Art5744 (Merck Co.), 
chloroform/methanol = 20/1), and obtained the title compound. 

Step 3 

Production of 5-(2,6-difluoro-phenoxVl-4 -fluoro-2-Pvrazine-2-vl -6-f6-methanesulphonvl 
-pvridine-3-vloxvV 1 H -benzimidazole 

To 0.5 ml N-methylpyrrolidinone solution of N-(2,3-difluoro-4-(6- 
methanesulphonyl-pyridine-3-yloxy)-6-nitro-phenyl) pyrazine carboxamide 8.6 mg were added 
2,6-difluoro phenol 8 mg and potassium carbonate 8 mg, and the reaction liquor was stirred at 
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90°C for ten minutes, and thereafter, tin chloride (II) dihydrate 75 mg was added, and the reaction 
liquor was stirred at 90°C overnight P-toluenesulfonic acid 3 mg was added furthermore, and the 
reaction liquor was stirred at 90°C for two hours. The precipitate was eliminated by filtration, and 
thereafter the solution was purified using reverse phase medium pressure liquid chromatography 
[ODS-AS-360-CC (made by YMC) mobile phase: water-acetonitrile-0.1% trifluoroacetic acid]. 
The solvent (sic) of the obtained fraction was diluted with ethyl acetate and was washed using 
saturated aqueous sodium bicarbonate and thereafter, was dried with anhydrous sodium sulphate. 
The solvent was eliminated by distillation under reduced pressure, and the title compound was 
obtained as a brown solid. 

1H-NMR(CD30D) 6 : 3.22 (3H, s), 6.93-6.99 (2H, m), 7.01-7.10 (1H, m), 7.30-7.45 (1H, m), 
7.47-7.51 (1H, m), 8.02 (1H, d, J = 8.6 Hz), 8.37 (1H, d, J = 2.3 Hz), 8.75 (1H, d, J = 2.3 Hz), 
8.80 (lH,s), 9.56 (lH,s). 
ESI-MS(m/e):514(M+H). 

Example 255 

5-(2.6-difluoro-phenoxvV7-fluoro-2-pvridin^ 

zimidazole 

Stepl 

Synthesis of 2.3-difluoro-l-(2>6-difluoro-phenoxv^-4-nitro-benzene 

To 13 ml N-methylpyrrolidinone solution of 2,3,4-trifluoro-nitrobenzene 500 mg were added 
2,6-difluoro-phenol 470 mg and tetrabutylammonium bromide 1.5 g, and the reaction liquor was 
stirred at 130°C overnight. The reaction liquor was diluted with ethyl acetate, and it was washed 
successively with water and saturated aqueous sodium chloride solution, and thereafter was dried 
with anhydrous sodium sulphate. The solvent was eliminated by distillation under reduced 
pressure and the obtained residue was purified by silica gel column chromatography (eluent: 
hexane / ethyl acetate = 4/1), and the title compound was obtained. 

Step 2 

Production of 5-(2.6-difluoro-phenoxyV7-fluoro-2-pvridine-2-vl-6- (6-ethanesulfonyl- 
PYridine-3-YloxY)-lH-benzimidazo)[e 

2,3-difluoro- 1 -(2,6-difluoro-phenoxy)-4-nitro-benzene and 6-ethane sulfonyl-pyridin-3 -ol 
obtained in Reference Example 4 were successively used, and, by the same process as in 
Example 254 (Step 2) and (Step 3), a process based on this or a combination of these with a 
normal procedure, the title compound was obtained as a white solid. 

1H-NMR(CD30D) 6 : 1.25 (3H, t, J = 7.4 Hz), 3.41 (2H, q, J = 7.4 Hz), 6.91-6.96 (1H, m), 7.14 
(2H, t, J = 8.4 Hz), 7.27-7.34 (1H, m), 7.48-7.54 (1H, m), 7.63 (1H, dd, J = 8.8, 2.7 Hz), 7.99 (1H, 
t, J - 7.6 Hz), 8.10 (1H, d, J= 8.8 Hz), 8.31-8.37 (1H, m), 8.59 (1H, d, J = 2.7 Hz), 8.70-8.76 (1H, 
m). 
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ESI-MS (m/e): 527 (M+H). 
Example 256 

5-(pvridine-2-vloxvV2-pvridine-2^ 

Using 5-fluoro^-(4-raethanesulphonyUphenoxy)-2-nitro-phenylamine obtained in Example 14 
and 2-hydroxypyridine, the title compound was obtained as a brown solid by the same process as 
in Example 14, a process based on this or a combination of these with a normal procedure. 
1H-NMR(CD30D) 6 : 3.09 (3H, s), 6.81 (1H, d, J - 8.2 Hz), 7.02 (2H, d, J - 8.6 Hz), 7.02-7.07 
(1H, m), 7.49-7.54 (1H, m), 7.55 (1H, s), 7.63 (1H, s), 7.71-7.77 (1H, m), 7.83 (2H, d, J - 8.6 
Hz), 7.98-8.03 (2H, m), 8.31 (1H, d, J = 7.6 Hz), 8.76 (1H, d, J = 4.3 Hz). 
ESI-MS (m/e): 459 (M+H). 

Example 257 

5-(2-difluoromethoxv-pvridine-3-vlox vV^ 
nzimidazole 

Using 5-fluoro-4-(4-methanesulphonyl-phenoxy)-2-nitro-phenylamine obtained in Example 14 
and 2-difluoromethoxy-pyridin-3-ol, the title compound was obtained as a straw-coloured solid 
by the same process as in Example 14, a process based on this or a combination of these with a 
normal procedure. 

1H-NMR(CD30D) 6 : 3.10 (3H, s), 7.05 (2H, d, J = 8.4 Hz), 7.13-7.20 (1H, m), 7.33-7.70 (4H, 
m), 7.48 (1H, t, J = 72.8 Hz), 7.87 (2H, d, J - 8.4 Hz), 7.92 (1H, d, J = 4.5 Hz), 8.01 (1H, t, J - 
7.4 Hz), 8.32 (1H, d, J = 7.8 Hz), 8.77 (1H, brs). 
ESI-MS (m/e): 525 (M+H). 

Example 258 

5-q-methYl-2-oxo-lJ-dihvdro-pvri^^ 
-vl- 1 H-benzimidazo le 

Using 5-fluoro-4-(4-methanesulphonyl-phenoxy)-2-nitro-phenylamine obtained in Example 14 
and l-methyl-2-oxo-l,2-dihydro-pyridin-3-ol, the title compound was obtained as a brown solid 
by the same process as in Example 14, a process based on this or a combination of these with a 
normal procedure. 

1H-NMR (CDC13) 5 : 3.04 (3H, s), 3.56 (3H, s), 6.06 (1H, td, J = 7.0, 2.7 Hz), 6.84 (1/2H, d, J = 
7.4 Hz), 6.88 (1/2H, dd, J « 7.4, 1.8 Hz), 7.05-7.15 (3H, m), 7.20 (1/2H, s), 7.28 (1/2H, d, J = 1.2 
Hz), 7.38 (1H, dd, J = 6.6, 4.7 Hz), 7.46 (1/2H, s), 7.60 (1/2H, s), 7.80-7.90 (3H, m), 8.36 (1H, t, 
J - 7.2 Hz), 8.62 (1H, d, J - 4.4 Hz). 
ESI-MS (m/e): 489 (M+H). 

Example 259 



©Rising Sun Communications Ltd 



http^/www. rising sun* co. uk 



WOOS-063738 



197 



Caution : Translation Standard is 
Post-Edited Machine Translation 



5-f2-difluoromethoxv-pvridine-3-vloxvV6-(4-ethanesulfo^ 

midazole 

Stepl 

Synthesis of 5-fIuoro-4-(4-ethane sulfonvl-phenoxvV2-nitro-phenvlamine 

Using 6-ethanesulfonyl-pyridin-3-ol, the title compound was obtained by the same process as in 

Example 14, a process based on this or a combination of these with a normal procedure. 

Step 2 

Production of 5"f2-difluoromethoxv-pvridine-3-vloxvV6-f4~ethanesulfonvl-phenoxvV2 
-pvridine-2-vl- 1 H-benzimidazole 

Using 5-fluoro-4-(4-ethanesulfonyl-phenoxy)-2-nitro-phenylamine and 2-difluoromethoxy- 
pyridin-3-ol, the title compound was obtained as a straw-coloured solid by the same process as in 
Example 14, a process based on this or a combination of these with a normal procedure. 
1H-NMR(CD30D) 5 : 1.20 (3H, t, J = 7.4 Hz), 3.15 (2H, q, J = 7.4 Hz), 7.04 (2H, d, J = 8.4 Hz), 
7.06-7.15 (1H, m), 7.30-7.70 (4H, m), 7.46 (1H, t, J = 72.9 Hz), 7.80 (2H, d, J = 8.4 Hz), 7.89 
(1H, d, J = 4.3 Hz), 7.99 (1H, t, J = 7.7 Hz), 8.30 (1H, d, J - 8.0 Hz), 8.74 (1H, brs) 
ESI-MS (m/e): 539 (M+H). 

Example 260 

5-(2-difluoromethoxv-pvridine-3-vloxvV6-f4-ethanesulfonvl-phenoxvV2-pvrazine>2-vl-lH-benz^ 
midazole 

Using 4-(2-difluoromethoxy-pyridine-3-yloxy)-5-(4-ethanesulfonyl-phenoxy)-benzene-l,2- 
diamine obtained in Example 259 (Step 2), the title compound was obtained as a straw-coloured 
solid by the same process as in Example 197, a process based on this or a combination of these 
with a normal procedure. 

1H-NMR (CDC13) 6 : 1.27 and 1.28 (total 3H, .each t, J = 7.4 Hz), 3.09 and 3.10 (total 2H, each q, 
J = 7.4 Hz), 6.98 and 6.99 (total 2H, each d, J = 9.0 Hz), 7.04-7.10 (1H, m), 7.23 and 7.42 (total 
1H, each s), 7.25-7.30 (1H, m), 7.36 and 7.37 (total 1H, each t, J = 73.0 Hz), 7.52 and 7.73 (total 
1H, each s), 7.80 and 7.81 (total 2H, each d, J = 9.0 Hz), 7.90-7.96 (1H, m), 8.58-8.63 (1H, m), 
8.68 and 8.69 (total 1H, each d, J = 2.4 Hz), 9.61 and 9.63 (total 1H, each d, J = 1.5 Hz). 
ESI-MS (m/e): 540 (M+H). 

Example 261 

5-(2.4-difluoro-phenoxvV6-( , 4-ethanesulfonvl-phenoxvV2-pvrazine-2-vl-lH-benzimidazole 
Using 4-fluoro-5-(4-ethanesulfonyl-phenoxy)-2-nitro-phenylamine obtained in Example 259 
(Step 1) and 2,4-difluoro-phenol, the title compound was obtained as a white solid by the same 
process as in Example 259, a process based on this or a combination of these with a normal 
procedure. 
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1H-NMR(CD30D) 5 : 1.21 (3H, t, J - 7.4 Hz), 3.19 (2H, q, J = 7.4 Hz), 6.89-6.95 (1H, m), 
7.01-7.12 (2H, m), 7.11 (2H, d, J = 8.4 Hz), 7.23-7.67 (3H, m), 7.84 (2H, d, J - 8.4 Hz), 7.99 (1H, 
t, J = 7.4 Hz), 8.29 (1H, d, J = 8.2 Hz), 8.75 (1H, brs) 
ESI-MS (m/e): 508 (M+H). 

Example 262 

4-n-methv l-lH-imidazol-2-vl sulphanvlV6-(4-dimemvIcarbamovl-phenoxvV2 -pyridine- 2-vl 
-1 H-benzimidazole 

1 -methyl- lH-imidazole-2-thiol and 4-hydroxy-N,N-dimethylbenzamide were successively used, 

and, by the same process as in Example 67, a process based on this or a combination of these 

with a normal procedure, the title compound was obtained as pale-brown solid. 

1H-NMR (CDCI3) 8 : 3.09 (6H, s), 3.87 (3H, s), 6.69 (1H, s), 6.74 (1H, s), 6.79-6.89 (2H, m), 

7.07 (2H, d, J = 8.4 Hz), 7.16 (1H, d, J = 2.0 Hz), 7.42 (2H, d, J = 8.4 Hz), 7.53 (1H, t, J = 7.6 

Hz), 7.64 (1H, d, J = 2.0 Hz), 8.17 (1H, d, J - 7.4 Hz). 

ESI-MS (m/e): 471 (M+H). 

Example 263 

4-(p vridin-2-vl subhan vX\-6-( 4-dimethvlcarbamovl-phenoxvV2-pvridine-2- vl- 1 H-benzimidazole 
Pyridine-2-thiol and 4-hydroxy-N,N-dimethyIbenzamide were successively used, and, by the 
same process as in Example 67, a process based on this or a combination of these with a normal 
procedure, the title compound was obtained as pale-brown solid. 

1H-NMR (CDC13) b : 3.05 (3H, s), 3.09 (3H, s), 6.90-7.08 (4H, m), 7.30-7.65 (6H, m), 7.85 (1H, 
t, J = 7.5 Hz), 8.37 (1H, d, J = 7.8 Hz), 8.45 (1H, d, J = 3.9 Hz), 8.62 (1H, d, J = 4.7 Hz). 
ESI-MS (m/e): 468 (M+H). 

Example 264 

4-(2.6-difluoro-phenoxvV6-(4-memanesulph 

2,6-difluoro-phenol and 4-methanesulphonyl-phenol were successively used, and, by the same 
process as in Example 67, a process based on this or a combination of these with a normal 
procedure, the title compound was obtained. 

1H-NMR(CD30D) 6 : 3.22 (3H, s), 6.25 (1H, s), 7.16-7.24 (3H, m), 7.49-7.54 (1H, m), 
7.60-7.66 (1H, m), 7.70-7.78 (1H, m), 7.95 (2H, d, J = 8.4 Hz), 8.02 (1H, m), 8.40 (1H, d, J = 4.7 
Hz), 8.70 (1H, d, J = 2.3 Hz), 8.78 (1H, d, J .= 2.3 Hz). 
ESI-MS (m/e): 494 (M+H). 

Example 265 

4-(l-methvl-2-oxo-1.2-dihvdro-pyridine-3^ 
-vl- 1 H-benzimidazole 
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3- hydroxy-l -methyl- lH-pyridin-2-one and 4-methanesulphonyl-phenol were successively used, 
and, by the same process as in Example 67, a process based on this or a combination of these 
with a normal procedure, the title compound was obtained as a straw-coloured solid. 
1H-NMR(CD30D) 6 : 3.10 (3H, s), 3.63 (3H, s), 6.35 (1H, t, J = 7.1 Hz), 6.39 (1H, s), 7.06 (1H, 
s), 7.16 (2H, d, J = 8.0 Hz), 7.34 (1H, d, J = 7.2 Hz), 7.42-7.52 (1H, m), 7.53 (1H, dd, J = 6.8, 1.6 
Hz), 7.90 (2H, d, J - 8.0 Hz), 7.91-8.00 (1H, m), 8.28-8.38 (1H, m), 8.71 (1H, s). 

ESI-MS (m/e): 489 (M+H). 

Example 266 

4- (2,6-difluoro-phenoxvl-6-(6-methanesulphonyl-pyridine-3-yloxy)-2-pyrazine-2-vl-lH-benzimi 
dazole 

2,6-difluoro-phenol and 6-methanesulphonyl-pyridin-3-ol obtained in Reference Example 3 were 
successively used, and, by the same process as in Example 68, a process based on this or a 
combination of these with a normal procedure, the title compound was obtained. 
1H-NMR(CD30D) 6 : 3.22 (3H, s), 6.39 (1H, s), 7.16-7.24 (2H, m), 7.21 (1H, d, J = 8.6 Hz), 
7.32-7.40 (1H, m), 7.54-7.58 (1H, m), 8.06 (1H, d, J = 8.6 Hz), 8.47 (1H, d, J = 2.3 Hz), 8.72 (1H, 
d, J - 2.3 Hz), 8.79 (1H, s), 9.56 (1H, s). 
ESI-MS (m/e): 496 (M+H). 

Example 267 

4-f2.6-difluoro-phenoxvV6-(6-methanesulphonvl-pvridine-3-vloxvV2-pvridine-2-vl-lH-benzim 
dazole 

Using 3-(2,6-difluoro-phenoxy)-5-(6-methanesulphonyl-pyridine-3-yloxy)-benzene-l,2-diamine 
obtained in Example 266, the title compound was obtained by the same process as in Example 
196 (Step 6), a process based on this or a combination of these with a normal procedure. 
1H-NMR(CD30D) 6 : 3.32 (3H, s), 6.47 (1H, s), 7.19-7.26 (3H, m), 7.34-7.42 (1H, m), 
7.56-7.63 (2H, m), 8.05-8.1 1 (2H, m), 8.41 (1H, d, J = 8.6 Hz), 8.48 (1H, d, J - 2.3 Hz), 8.83 (1H, 
<U = 4.7Hz). 
ESI-MS (m/e): 495 (M+H). 

Example 268 

4-(2.6-difluoro-phenoxv)-6-(6-ethanesulfonvl-pvr^ 
ole 

2,6-difluoro-phenol and 6-ethanesulfonyl-pyridin-3-ol obtained in Reference Example 4 were 
successively used, and, by the same process as in Example 68, a process based on this or a 
combination of these with a normal procedure, the title compound was obtained. 
1H-NMR(CD30D) 6 : 1.25 (3H, t, J = 7.4 Hz), 3.40 (2H, q, J = 7.4 Hz), 6.38 (1H, s), 7.10-7.25 
(3H, m), 7.32-7.40 (1H, m), 7.56 (1H, dd, J = 8.6, 2.3 Hz), 8.06 (1H, d, J = 9.0 Hz), 8.48 (1H, d, J 
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- 2.7 Hz), 8.72 (1H, d, J - 2.7 Hz), 8.79 (1H, s), 9.56 (1H, s). 
ESI-MS (m/e): 510 (M+H). 

Example 269 

4-(2.6-difluoro-phenoxvV6-(6-ethanesulfonvl-p^ 
le 

Using 3-(2,6-difluoro-phenoxy>5-(6-ethanesulfonyl-pyridine 

obtained in Example 268, the title compound was obtained by the same process as in Example 
196 (Step 6), a process based on this or a combination of these with a normal procedure. 
1H-NMR(CD30D) 6 : 1.24 (3H, t, J = 7.4 Hz), 3.40 (2H, q, J = 7.4 Hz), 6.44 (1H, s), 7.18-7.25 
(3H, m), 7.32-7.41 (1H, m), 7.55-7.62 (2H, m), 8.03-8.09 (2H, m), 8.41 (1H, d, J = 7.8 Hz), 8.49 
(1H, d, J = 2.3 Hz), 8,81 (1H, d, J = 4.7 Hz). 
ESI-MS (m/e): 509 (M+H). 

Example 270 

4-(2-flupro-PYridine-3-vloxv>6-(6-m^ 
zimidazole 

2-fluoro-pyridin-3-ol and 6-methanesulphonyl-pyridin-3-ol were successively used, and, by the 
same process as in Example 68, a process based on this or a combination of these with a normal 
procedure, the tide compound was obtained. 

1H-NMR (DMSO-d6) 6 : 3.23 (3H, s), 6.09 (1H, d, J = 2.3 Hz), 6.35 (1H, d, J - 2.3 Hz), 7.28 
(1H, dd, J = 7.8, 5.5 Hz), 7.59-7.61 (1H, m), 7.66-7.67 (1H, m), 7.84-7.85 (1H, m), 8.6 (1H, d, J 
= 8.6 Hz), 8.70-8.74 (1H, m), 8.87 (1H, d, J = 2.3 Hz), 9.15 (1H, d, J - 1.6 Hz), 9.86 (1H, s). 
ESI-MS (m/e): 479 (M+H). 

Examples 271, 272 

4-(2-fluoro-pvridine-3-vloxvV6-f6-methanesulphonvl-nvridine-3-vloxvV2-pvridi 

1 H-benzimidazole _^ and 

4-(2-oxo-1.2-dihvdro-pvridine-3-vloxvV6-(6-^ 
vl- 1 H-benzimidazole 

2-fluoro-pyridin-3-ol and 6-methanesulphonyl-pyridin -3-ol were successively used, and, by the 
same process as in Examples 108-1 and 108-2, a process based on these or a combination of these 
with a normal procedure, the title compound was respectively obtained. 

4-(2-fluoro-pvridine-3-vloxv)-6-(6-me&an 
imidazole 

1H-NMR(CD30D) 6 : 3.23 (3H, s), 6.19 (1H, d, J - 2.3 Hz), 6.55 (1H, d, J = 2.3 Hz), 7.23 (1H, 
dd, J = 4.2, 2.1 Hz), 7.61-7.64 (2H, m), 7.67 (1H, dd, J - 8.6, 2.7 Hz), 7.84-7.85 (1H, m), 8.02 
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(1H, td, J = 7.8, 1.6 Hz), 8.09 (1H, d, J = 8-6 Hz), 8.16 (1H, d, J = 7.8 Hz), 8.51 (1H, d, J - 2.3 
Hz), 8.68 (1H, d, J = 4-7 Hz). 
ESI-MS (m/e): 478 (M+H). 

6-f6-methanesulphonvl-pvridine-3-vloxv^-4'f2-oxo-1.2-dihvdro-pyridine-3-vloxvV2- 
pyridine-2-vl-l H-benzimidazole 

1H-NMR (DMSO-d6) 6 : 3.25 (3H, s), 6.61-6.62 (2H, m), 6.97-7.00 (2H, m), 7.63-7.67 (2H, m), 
8.02-8.1 1 (4H, m), 8.56 (1H, d, J - 2.3 Hz), 8.74 (1H, d, J = 4-7 Hz), 10.33 (1H, s) 
ESI-MS (m/e): 476 (M+H). 

Example 273 

4-(2-fluoro-pvridine-3-vloxvV6-(4-meft 
-benzimidazole 

2- fluoro-pyridin-3 -ol and 4-methanesulphonyl-phenol were used successively, and, by the same 
process as in Example 67, a process based on this or a combination of these with a normal 
procedure, the title compound was obtained. 

1H-NMR(CD30D) 6 : 3.13 (3H, s), 6.67 (1H, d, J = 2.0 Hz), 7.21-7.25 (2H, m), 7.35-7.39 (2H, 
m), 7.60-7.63 (1H, m), 7.77-7.82 (1H, m), 7.95-7.97 (2H, m), 8.00-8.09 (2H, m), 8.36 (1H, d, J 
8.2 Hz), 8.83 (1H, d, J = 4.7 Hz). 
ESI-MS (m/e): 477 (M+H). 

Example 274 

4- n-mefovl-2-oxo-1.2-dihvdro-pvridine-3- 
lH-benzimidazole 

Stepl 

Synthesis of 5-(4-ethane sulfon vl-phenoxv V 3 -( 1 -methvl-2-oxo- 1 2 -dih vdro- 

pvridine-3-vloxvVbenzene-l .2-diamine 

3 - hydroxy- 1 -methyl- 1 H-pyridin-2-one and 4-ethanesulphonyl-phenol were successively used, 
and, by the same process as in Example 67 (Step l)-(Step 4), a process based on this or a 
combination of these with a normal procedure, the title compound was obtained as brown oily 
substance. 

Step 2 

Production of 4-n-methvl-2-oxo-L2-dihvdro-pvridine-3-vloxvV6 -(4-ethanesulfonvl- 

phenoxvV2-pvridine-2-vl-lH-benzimidazole 

Using 

5- (4-ethanesulfonyl-phenoxy)-3 -( 1 -methy 1-2-oxo- 1 ,2-dihydro-pyridine-3-yloxy)-benzene- 1 ,2-dia 
mine obtained in (Step 1), the title compound was obtained as a white solid by the same process 
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as in Example 204 (Step 2), a process based on this or a combination of these with a normal 
procedure. 

1H-NMR (CD30D) 6 : 1.24 (3H, t, J = 7.4 Hz), 3.21 (2H, q, J = 7.4 Hz), 3.65 (3H, s), 6.37 (1H, t, 
J = 7.2 Hz), 6.42 (1H, s), 7.09 (1H, s), 7.20 (2H, d, J - 8.8 Hz), 7.37 (1H, d, J = 6.6 Hz), 
7.46-7.54 (1H, m), 7.55 (1H, d, J = 6.0 Hz), 7.88 (2H, d, J = 8.8 Hz), 7.94-8.02 (1H, m), 8.36 (1H, 
d,J = 7.6 Hz), 8.73 (1H, s). 
ES1-MS (m/e): 503 (M+H). 

Example 275 

4-n-memvl-2-oxo-l,2-dmvdro-pvridine-3-vloxyy6 
-2-vl-lH-benzimidazole 

3- hydroxy-l-memyl-lH-pyridin-2-one and 4-(propane-2-sulfonyl)-phenol were successively used, 
and, by the same process as in Example 274, a process based on this or a combination of these 
with a normal procedure, the title compound was obtained as a white solid. 
1H-NMR(CD30D) 6 : 1.27 (6H, d, J = 6.8 Hz), 3.27-3.38 (1H, m), 3.65 (3H, s), 6.37 (1H, t, J = 
7.4 Hz), 6.42 (1H, s), 7.10 (1H, s), 7.20 (2H, d, J = 8.8 Hz), 7.35-7.45 (1H, m), 7.47-7.54 (1H, m), 
7.55 (1H, d, J - 6.8 Hz), 7.85 (2H, d, J = 8.8 Hz), 7.27-8.03 (1H, m), 8.30-8.40 (1H, m), 8.74 (1H, 
s). 

ESI-MS(m/e):517(M+H). 
Example 276 

4- (2 < 6-difluoro-phenoxvV6-f6-ethanesulphonvl-pvridin-3-vloxvV2-nH-pvrazol-3-vn-lH-benzim 
idazole 

Using 3-(2,6-difluoro-phenoxy)-5-(6-ethane sulfonyl-pyridin-3-yloxy)-benzene-l,2-diamine 
obtained in Example 268 and lH-pyrazole-3-carboxaldehyde, the title compound was obtained by 
the same process as in Example 202, a process based on this or a combination of these with a 
normal procedure. 

1H-NMR(CD30D) 6 : 1.24 (3H, t, J = 7.4 Hz), 3.37 (2H, q, J - 7.4 Hz), 6.28-6.32 (1H, m), 7.09 
(1H, s), 7.19 (2H, t, J = 8.2 Hz), 7.34 (1H, s), 7.52 (1H, t, J - 4.5 Hz), 7.83 (1H, s), 8.04 (1H, d, J 
= 8.6 Hz), 8.46 (1H, d, J - 2.7 Hz). 
ESI-MS(m/e): 498 (M+H). 

Example 277 

4-0 -methvl-2-oxo-l .2-dihvdro-pvridin-3-vloxv^-6-(4-(N.N-dimethvlamino 
sulfonvlVphenoxvV2-p vridin-2-vl- 1 H-benzimidazole 

3-hydroxy- 1 -methyl- 1 H-pyridin-2-one and 4-(N,N-dimethylamino sulfonyl)-phenol were 
successively used, and, by the same process as in Example 274, a process based on this or a 
combination of these with a normal procedure, the title compound was obtained as a pale yellow 
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solid. 

1H-NMR (DMS0-d6) 5 : 2.58 (6H, s), 3.48 (3H, s), 6.21 (1H, t, J = 7.1 Hz), 6.31 (1H, s), 6.91 
(1H, s), 7.16 (2H, d, J = 8.8 Hz), 7.30 (1H, d, J = 6.4 Hz), 7.52 (1H, dd, J = 7.5, 5.7 Hz), 7.60 (1H, 
d, J = 5.1 Hz), 7.71 (2H, d, J = 8.8 Hz), 7.99 (1H, td, J » 7.8, 1.6 Hz), 8.27 (1H, d, J = 7.8 Hz), 
8.73(lH,d,J = 4.6 Hz). 
ESI-MS(m/e):518(M+H). 

Example 278 

4-(2-chloro-phenoxy)-6-(6-ethane sulfonyl-pyridin-3 -yloxy)-2-pyrazin-2-yl- 1 H-benzimidazole 
Step 1 

Synthesis of 3-(2-chloro-phenoxy)-5-(6-ethane sulfonyl-pyridin -3-yloxy)- benzene- 1,2-diamine 
2-chlorophenol and 6-ethane sulfonyl-pyridin-3-ol were successively used, and the title 
compound was obtained as brown oily substance by the process of Example 67 (Step 1) to (Step 
4), by a method based on this, or by combining these with the normal method. 

Step 2 

Production of 4-(2-chloro-phenoxy)-6-(6-ethane sulfonyl-pyridin-3- 

yloxy)-2-pyrazin-2-yl- 1 H-benzimidazole 

Using 3-(2-chloro-phenoxy)-5-(6-ethane sulfonyl-pyridin-3-yloxy)-benzene- 1,2-diamine obtained 
in (Step 1), the title compound was obtained as a white solid by the same process as in Example 
205, a process based on this or a combination of these with a normal procedure. 
1H-NMR(CD30D) 6 : 1.24 (3H, t, J = 6.9 Hz), 3.39 (2H, q, J - 6.9 Hz), 6.28 (1H, d, J = 2.0 Hz), 
7.10-7.20 (1H, m), 7.28-7.31 (2H, m), 7.39-7.43 (1H, m), 7.57 (2H, td, J = 8.3, 4.2 Hz), 8.05 (1H, 
d, J = 8.6 Hz), 8.48 (1H, d, J » 2.7 Hz), 8.72 (1H, d, J = 2.3 Hz), 8.79-8.80 (1H, m), 9.58 (1H, s). 
ESI-MS(m/e): 508 (M+H). 

Example 279 

4-(2-fluoro-phenoxy)-6-(6-ethane sulfonyl-pyridin-3-yloxy)-2 -pyrazin-2-yl-lH -benzimidazole 
2-fluoro-phenol and 6-ethane sulfonyl-pyridin-3-ol were successively used, and, by the same 
process as in Example 278, a process based on this or a combination of these with a normal 
procedure, the title compound was obtained. 

1H-NMR(CD30D) 6 : 1.24 (3H, t, J = 7.4 Hz), 3.39 (2H, q, J = 7.4 Hz), 6.40 (1H, s), 7.10-7.20 
(1H, m), 7.28-7.34 (4H, m), 7.57 (1H, dd, J = 8.6, 2.7 Hz), 8.06 (1H, d, J = 8.6 Hz), 8.48 (1H, d, J 
- 2.7 Hz), 8.72 (1H, d, J = 2.3 Hz), 8.79-8.80 (1H, m), 9.56 (1H, s). 
ESl-MS(m/e): 492 (M+H). 



Example 280 

4-(2-trifluoromethvl-phenoxvV6-( 6-ethane 
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-2-vl-lH-benzimidazole 

2- trifluoromethyl-phenol and 6-ethane sulfonyl-pyridin-3-ol were successively used, and, by the 
same process as in Example 278, a process based on this or a combination of these with a normal 
procedure, the title compound was obtained. 

1H-NMR(CD30D) 8 : 1.25 (3H, t, J = 7.4Hz), 3.40 (2H, q, J = 7.4Hz), 6.50 (1H, d, J = 2.0Hz), 
7.24 (2H, d, J = 7.8Hz), 7.38 (1H, t, J = 7.8Hz), 7.59 (1H, dd, J = 8.6, 2.7Hz), 7.64 (1H, t, J = 
7.6Hz), 7.81 (1H, d, J = 7.8Hz), 8.06 (1H, d, J = 8.6Hz), 8.50 (1H, d, J = 2.7Hz), 8.71 (1H, d, J = 
2.3Hz), 8.78-8.79 (1H, m), 9.54-9.55 (1H, m) 
ESI-MS(m/e): 542 (M+H). 

Example 281 

4-(l-methv l-2-oxo-1.2-dihvdro-pvridin-3-vloxv)-6-r4-cvclopropane sulfonvl-phenoxvV2- 

pvridin-2-vl-lH-benzimidazole 

3- hycbroxy-l -methyl- lH-pyridin-2-one and 4-cyclopropane sulphonyl phenol were successively 
used, and, by the same process as in Example 274, a process based on this or a combination of 
these with a normal procedure, the title compound was obtained as a pale yellow solid. 
1H-NMR (DMSO-d6) 5 : 1.01-1.15 (4H, m), 2.81-2.90 (1H, m), 3.51 (3H, s), 6.24 (1H, t, J - 7.0 
Hz), 6.35 (1H, d, J - 2.0 Hz), 6.95 (1H, d, J = 2.0 Hz), 7.18 (2H, d, J = 9.0 Hz), 7.33 (1H, dd, J « 
7.5, 1.8 Hz), 7.53-7.57 (1H, m), 7.63 (1H, dd, J = 6.8, 1.8 Hz), 7.87 (2H, d, J = 9.0 Hz), 8.02 (1H, 
td, J = 7.8, 1.8 Hz), 8.31 (1H, d, J = 8.0 Hz), 8.75 (1H, d, J = 4.1 Hz). 
ESI-MS(m/e):515(M+H). 

Example 282 

4- (2,6-difluoro-phenoxy)-6-(6-ethane sulfonyl-pyridin-3-yioxy)-2 -(l-methyl-pyrazol-3-yl) 
-lH-benzimidazole 

Using lH-l-methyl-pyrazole-3-carboxylic acid and 3-(2,6-difluoro-phenoxy)-5-(6-ethane 
sulfonyl-pyridin-3-yloxy)-benzene-l,2-diamine obtained in Example 268, the title compound was 
obtained by the same process as in Example 203, a process based on this or a combination of 
these with a normal procedure. 

1H-NMR(CD30D) 5 : 1.24(3H,t, J = 7.4 Hz), 3.41 (2H, q, J = 7.4 Hz), 4.12 (3H, s), 6.61 (1H, s), 
7.19 (1H, d, J = 2.3 Hz), 7.22 (1H, s), 7.25 (2H, dd, J = 5.6, 2.3 Hz), 7.37-7.43 (1H, m), 7.62 (1H, 
dd, J = 8.6, 2.7 Hz), 7.93 (1H, d, J = 2.3 Hz), 8.08-8.09 (1H, m), 8.51 (1H, d, J = 2.3 Hz). 
ESI-MS(m/e):512(M+H). 

Example 283 

4-(3-trifluoromethvl-phenoxvV6-( r 6-ethane sulfonvl-pvridin-3-vloxvV2- pyrazin-2 

-vl- 1 H-benzimidazole 

3-trifluoromethyl-phenol and 6-ethane sulfonyl-pyridin-3-ol were successively used, and, by the 
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same process as in Example 278, a process based on this or a combination of these with a normal 
procedure, the title compound was obtained. 

1H-NMR(CD30D) 5 : 1.25 (3H, t, J = 7.4 Hz), 3.39 (2H, q, J = 7.4 Hz), 6.39 (1H, s), 7.25-7.37 
(5H, m), 7.57 (1H, dd, J - 4.3, 2.2 Hz), 8.06 (1H, d, J = 8.6 Hz), 8.48 (1H, d, J = 2.7 Hz), 8.72 
(1H, d, J = 2.7 Hz), 8.79 (1H, s), 9.56 (1H, s) 
ESI-MS(m/e): 542 (M+H). 

Example 284 

4-(4-trifluoromethvl-phenoxvV6-(6-ethane 
sulfonvl-pvridin-3-vloxvV2-pvrazin-2-vl-lH-benzimidazole 

4-trifluoromethyl-phenol and 6-ethane sulphonyl-pyridin-3-ol were successively used, and, by the 
same process as in Example 278, a process based on this or a combination of these with a normal 
procedure, the title compound was obtained. 

1H-NMR(CD30D) 8 : 1.26 (3H, t, J = 7.4 Hz), 3.40 (2H, q, J - 7.4 Hz), 6.80 (1H, s), 7.32 (2H, d, 
J - 8.6 Hz), 7.66-7.64 (1H, m), 7.72 (2H, d, J = 8.6 Hz), 8.08 (1H, d, J = 9.0 Hz), 8.54-8.56 (1H, 
m), 8.70-8.73 (1H, m), 8.78 (1H, s), 9.50 (1H, s) 
ESI-MS(m/e): 542 (M+H). 

Example 285 

4-(2.3-difluoro-phenoxvV6-( r 6-ethane sulfonvl-pvridin-3-vloxvV 2-pvrazin-2-vl- 1 H 

-benzimidazole 

2,3-difluoro-phenol and 6-ethane sulfonyl-pyridin-3-ol were successively used, and the title 
compound was obtained by the same process as in Example 278, a process based on this or a 
combination of these with a normal procedure. 

1H-NMR(CD30D) 5 : 1.24 (3H, t, J = 7.3 Hz), 3.40 (2H, q, J = 7.3 Hz), 6.59 (1H, d, J = 1.6 Hz), 
7.12-7.18 (4H, m), 7.60 (1H, dd, J = 9.0, 2.7 Hz), 8.07 (1H, dd, J = 8.6, 0.8 Hz), 8.51 (1H, d, J = 
2.3 Hz), 8.71 (1H, d, J = 2.3 Hz), 8.79 (1H, dd, J = 2.7, 1.4 Hz), 9.53 (1H, d, J = 1.6 Hz). 
ESI-MS(m/e):510(M+H). 

Example 286 

4-f2-cvano-phenoxvV6-(6-methanesubhonvl-pvridin-3-vloxvV2-pvridin-2-vl-lH -benzimidazole 
2-cyanophenol and 6-methanesulphonyl-pyridin-3-ol were successively used, and, by the same 
process as in Example 274, a process based on this or a combination of these with a normal 
procedure, the tide compound was obtained. 

1H-NMR(CD30D) 6 : 3.23 (3H, s), 6.86 (1H, d, J = 2.0 Hz), 7.21 (1H, d, J - 8.2 Hz), 7.33-7.37 
(2H, m), 7.62-7.67 (3H, m), 7.84 (1H, d, J = 7.8 Hz), 8.04-8.11 (2H, m), 8.36 (1H, d, J = 7.8 Hz), 
8.54 (1H, d, J = 2.7 Hz), 8.82 (1H, d, J = 4.7 Hz). 
ESI-MS(m/e): 484 (M+H). 
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Example 287 

4-(2.4-difluoro-phenoxvV6-(6-ethane sulfonvl-p\Tidin-3-vloxvV2-pvTidin-2 -vl-lH- 

benzimidazole 

2.4- difluoro-phenol and 6-ethane sulfonyl-pyridin-3-ol were successively used, and, by the same 
process as in Example 274, a process based on this or a combination of these with a normal 
procedure, the title compound was obtained. 

1H-NMR(CD30D) 6 : 1.1 1 (3H, t, J = 7.4 Hz), 3.39 (2H, q, J - 7.4 Hz), 6.51 (1H, d, J - 2.0 Hz), 

7.05- 7.10 (2H, m), 7.37-7.39 (1H, m), 7.46-7.59 (3H, m), 7.98-8.02 (2H, m), 8.26 (1H, d, J = 7.8 
Hz), 8.56 (1H, d, J = 2.7 Hz), 8.73 (1H, d, J = 4.3 Hz) 

ESl-MS(m/e): 509 (M+H). 

Example 288 

4-(pvridin-2-vl 

sulphanvlV6-(6-memanesulphonvl-pvridm-3-vloxvV2-pvridin-2-vl-lH-benzimidazole 
Pyridine-2-thiol and 6-methanesulphonyl-pyridin-3-ol were successively used, and, by the same 
process as in Example 274, a process based on this or a combination of these with a normal 
procedure, the title compound was obtained as yellow solid. 

1H-NMR (CDC13) 5 : 3.22 (3H, s), 7.03 (1H, d, J = 8.0 Hz), 7.06-7.10 (1H, m), 7.34 (1H, d, J = 
2.1 Hz), 7.37-7.41 (1H, m), 7.43 (1H, dd, J = 8.8, 2.8 Hz), 7.52 (1H, td, J = 7.8, 2.2 Hz), 7.64 (1H, 
d, J = 2.1 Hz), 7.88 (1H, td, J = 7.8, 1.8 Hz), 8.03 (1H, d, J = 8.8 Hz), 8.39 (1H, d, J = 7.8 Hz), 
8.45 (1H, dd, J = 4.9, 1.0 Hz), 8.51 (1H, d, J - 2.3 Hz), 8.64 (1H, d, J = 4.1 Hz). 
ESI-MS(m/e): 476 (M+H). 

Example 289 

4-(2.6-difluoro-phenoxvV6-( 6-ethane sulfonyl-pvridin-3 : vloxv)-5-fluoro-2 -pvrazin-2-vl -1H 
-benzimidazole 

2.6- difluoro-phenol, 6-ethane sulfonyl-pyridin-3-ol and pyrazine-2-carboxylic acid were 
successively used, and, by the same process as in Example 119, a process based on this or a 
combination of these with a normal procedure, the title compound was obtained as pale yellow 
solid. 

1H-NMR (CDC13) 6 : 1.30 and 1.32 (total 3H, each t, J - 7.4 Hz), 3.38 and 3.40 (total 2H, each q, 
J = 7.4 Hz), 6.96-7.03 (2H, m), 7.10-7.20 (1H, m), 7.14 and 7.52 (total 1H, each d, J - 6.0 Hz), 
7.34 and 7.38 (total 1H, each dd, J = 8.6, 2.8 Hz), 8.03 and 8.06 (total 1H, each d, J = 8.6 Hz), 
8.48 and 8.52 (total 1H, each d, J = 2.8 Hz), 8.55-8.72 (2H, m), 9.38 and 9.62 (total 1H, each d, J 
= 1.5 Hz). 

ESI-MS(m/e): 528 (M+H)! 
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Example 290 

4-(2.6-difluoro-phenoxvV6-(6-ethane 

sulfonvl-pvridin>3-vloxvV5-fluoro-2>pvridin-2-vl>lH-ben2imida2ole 

Using 3-(2,6-difluoro-phenoxy)-4-fluoro-5-(6-ethane sulfonyl-pyridin-3-yloxy) -benzene -1,2- 
diamine obtained in Example 289, the title compound was obtained as a brown solid by method 
of Example 196 (Step 6), a method based on this, or a combination of these with a normal 
method. 

1H-NMR (CDC13) 6 : 1.30 (3H, t, J = 7.4 Hz), 3.38 (2H, q, J = 7.4 Hz), 6.94-7.01 (2H, m), 
7.04-7.50 (4H, m), 7.79-7.95 (1H, m), 7.99-8.07 (1H, m), 8.23 and 8.37 (total 1H, each d, J = 7.0 
Hz), 8.48 (1H, s), 8.60-8.68 (1H, m) 
ESI-MS(m/e): 527 (M+H). 

Example 291 

4-( r 2.6-difluoro-phenoxvV6-( , 6-ethane 

sulfonvl-pvridine-3-vloxvV5-fluoro-2-('l-methvl-lH-pvrazol-3-yn-lH-benzimidazole 
Using 3-(2,6-difluoro-phenoxy)-4-fluoro-5-(6-ethanesulfonyl-pyridin-3-yloxy) benzene- 
1,2-diamine obtained in Example 289, and lH-l-methyl-pyrazole-3-carboxylic acid, the title 
compound was obtained as a pale yellow solid by the same process as in Example 203, a process 
based on this or a combination of these with a normal procedure. 

1H-NMR(CD30D) 5 : 1.23 (3H, t, J = 7.4 Hz), 3.38 (2H, q, J = 7.4 Hz), 4.02 (3H, s), 6.94 (1H, s), 
7.01-7.12 (2H, m), 7.14-7.23 (1H, m), 7.29 (1H, d, J = 5.4 Hz), 7.51 (1H, d, J = 8.0 Hz), 7.70 (1H, 
s), 8.06 (1H, d, J = 8.6 Hz), 8.50 (1H, s) 
ESI-MS(m/e): 530 (M+H). 

Example 292 

4-(Z6-difluoro-phenoxYV6-(6-methanesulpho 
nzimidazole 

2,6-difluoro-phenol and 6-methanesulphonyl-pyridin-3-ol were successively used, and, by the 
same process as in Example 290, a process based on this or a combination of these with a normal 
procedure, the title compound was obtained as pale-brown solid. 

1H-NMR (CDC13) 6 : 3.21 (3H, s), 6.98 (2H, t, J « 8.0 Hz), 7.05-7.50 (4H, m), 7.80-7.93 (1H, m), 
8.03 (1H, t, J = 8.8 Hz), 8.23 and 8.37 (total 1H, each d, J - 8.4 Hz), 8.47 (1H, s), 8.61 and 8.67 
(total lH,eachs). 
ESI-MS(m/e):513 (M+H). 

Example 293 

l-(2-(6-(4-f2-hvdroxv-ethvll-phenoxvV2 
hanone 
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Using 4-bromo phenethyl-alcohol, the title compound was obtained as a white solid the same 
method as in an example 122, a method based on this, or a combination of these with a normal 
method. 

1H-NMR (CDC13) 5 : 1.05-2.90 (10H, m), 3.00-4.45 (4H, m), 5.20-5.45 (1H, m), 6.80-7.70 (7H, 

m), 7.85-7.95 (1H, m), 8.20-8.45 (1H, m), 8.50-8.80 (1H, m) 

ESI-MS(m/e):443(M+H). 

Example 294 

l-f2-f6-f4-f5-methvl-[13>41oxadiazol-2-vl1-phenoxvV2-pyridin-2-vl-3H-benzimidazol-5-vlVpvrr 
olidin-l-vfl-ethanone 

Using 2-(4-bromophenyl)-5-methyi-[l,3,4] oxadiazole, the title compound was obtained as a 
colourless oily substance by the same process as in Example 122, a process based on this or a 
combination of these with a normal procedure. 

1H-NMR (CDC13) 6 : 1.40-2.80 (10H, m), 3.50-3.95 (2H, m), 5.10-5.50 (1H, m), 6.90-7.60 (5H, 

in), 7.82-8.10 (3H, m), 8.35-8.45 (1H, m), 8.60-8.75 (1H, m). 

ESI-MS(m/e):481(M+H). 

Example 295 

1- (2-f6-f4-r2-methvl-oxazol-5-vl1-phenoxvV2-pyridin-2-vl-3H-benzimidazol-5-vlVpmolidin-l-v 
lVethanone 

Using 5-(4-bromophenyl)-2-methyl-oxazole, the title compound was obtained by the same 
process as in Example 122, a process based on this or a combination of these with a normal 
procedure. 

1H-NMR (CDC13) b : 1.66-2.66 (10H, m), 3.53-3.94 (2H, m), 5.21-5.57 (1H, m), 6.93-7.92 (9H, 
m), 8.30-8.69 (2H, m), 10.61-10.97 (1H, m) 
ESI-MS(m/e): 480 (M+H). 

Example 296 

2- hvdroxv-l-(2-(6-(4-methanesulphonvl-l-ph 
lidin-l-vD-ethanone 

Using 5-(4-methanesulphonyl-phenoxy)-2-pyridin-2-yl-6-pyrrolidin-2-yl-lH-benzm 
enantiomer B obtained in Example 163, the title compound was obtained as a white solid by the 
same process as in Example 168, a process based on this or a combination of these with a normal 
procedure. 

1H-NMR(CD30D) 6 : 1.84-2.16 (3H, m), 2.24-2.43 (1H, m), 3.12 and 3.14 (total 3H, each s), 
3.49-4.24 (4H, m), 5.17-5.38 (1H, m), 7.20-7.58 (5H, m), 7.93-8.04 (3H, m), 8.26-8.30 (1H, m), 
8.73 (lH,s) 

ESI-MS(m/e): 493 (M+H). 
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Examples 297, 298 
l-(2-(6-(6-ethane 

sulfonvl-pvridin-3-vloxvV2-pvridinr2-^^^ 

l-(2-(6-(5-chloro-pvridin-2-vloxvV2-pvridin-2^^ 

ne 

Using 5-chloro-2-ethane sulfonyl-pyridine, the title compounds were respectively obtained by the 
same process as in Example 122, a process based on this or a combination of these with a normal 
procedure. 

l-f2-(6-(6-ethane sulfonvl-pvridin-3»vloxvV2-pvridin-2-vl^3H-benzimidazol-5>vl>V pvrrolidin 
-l-yl)-ethanone 

1H-NMR (CDC13) 6 : 1.00-1.34 (3H, m), 1.44-2.41 (7H, m), 3.11-3.89 (4H, m), 5.05-5.47 (1H, 
m), 6.73-8.72 (9H, m), 10.89-1 1.47 (1H, m). 
ESI-MS(m/e): 492 (M+H). 

l-(2-(6-(5-chloro-pvridin-2-vloxvV2-pvridin-2-vK^ 
ethanone 

1H-NMR (CDC13) 6 : 1.51-2.33 (7H, m), 3.41-3.90 (2H, m), 5.03-5.45 (1H, m), 6.79-8.67 (9H, 
m), 10.80-1 1.00 (lH,m). 
ESI-MS(m/e): 434 (M+H). 

Example 299 

5-(4-methanesulphonvl-phenox vV2-pvrazin-2-vl-6-pvrrolidin-2-vl- 1 H-benzimidazole enantiomer 
A and enantiomer B 
Step 1 

Synthesis of 2.2.2-trifluoro-M2-f6-(4-methanesulphonvl-phenoxvV2- pvrazin-2-vl 
-3H-benzimidazoI-5 -vlVpvrrolidin-l-vO-ethanone 

To 1 ml of a pyridine solution of 53 mg l-(2-(4,5-diamino-2 
-(4-methanesulphonyl-phenoxy)-phenyl)-pyrrolidin- 1 -yl)-2,2,2-trifluoro-ethanone obtained from 
Example 162 (Step 6) were added successively pyrazine-2-carboxylic acid 14.5 mg, 
l-(3-dimethylaminopropyl)-3-ethyl carbodiimide monohydrochloride 27.0 mg, and the reaction 
liquor was stirred at room temperature for three hours. The reaction liquor was diluted with 
saturated aqueous sodium chloride solution and extraction was carried out with ethyl acetate. The 
organic layers were combined, and washed successively with saturated ammonium chloride 
aqueous solution, saturated aqueous sodium bicarbonate and thereafter, was dried with anhydrous 
magnesium sulphate. The solvent was eliminated by distillation under reduced pressure, and the 
obtained residue was dissolved in toluene 1 ml, and p-toluenesulfonic acid monohydrate 9.9 mg 
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was added, and the reaction liquor was stirred at 120°C for six hours. After cooling, the reaction 
liquor was diluted with ethyl acetate, washed successively with saturated aqueous sodium 
bicarbonate, saturated aqueous sodium chloride solution, then dried with anhydrous magnesium 
sulphate. The solvent was eliminated by distillation under reduced pressure, and the residue was 
refined by preparative thin layer chromatography (KieselgelTM60F254, Art5744 (Merck 
Corporation), chloroform/methanol = 9/1), and the title compound was obtained as oily 
substance. 

Step 2 

Synthesis of 5-(4-methanesulphonvl-phenoxvV2-pvrazin -2-vl-6-pvrrolidin-2 

-vl- 1 H-benzimidazole 

To a solution of 2,2,2-trifluoro-l-(2-(6-(4 -meraanesulphonyl-phenoxy) -2-pyrazin-2-yl-3H- 
benzimidazol- 5-yl)-pyrrolidin-l-yl)-ethanone 40 mg dissolved in a mixture of methanol 1.6 ml 
and water 0.4 ml was added potassium carbonate 55 mg, and the reaction liquor was stirred at 
room temperature overnight. The reaction liquor was concentrated under reduced pressure, and 
saturated ammonium chloride aqueous solution was added to the residue and thereafter, it was 
extracted with chloroform and was dried with anhydrous magnesium sulphate. The solvent was 
eliminated by distillation under reduced pressure, and it was refined by preparative thin layer 
chromatography (KieselgelTM60F254, Art5744 (Merck Corporation), 
chloroform/methanol/aqueous ammonia = 90/10/1) and the title compound was obtained as oily 
substance. 

Step 3 

Production of 5-(4-methanesuIphonvl-phenoxv V 2-pvrain-2-yl-6-pvrrolidin-2-vl- 1 H 
-benzimidazole enantiomer A and enantiomer B 

5-(4-metoanesulphonyl-pbenoxy)-2-pyrazin-^^ 7.2 mg was 

optically-resolved on optical resolution column (CHIRALPAK AD 2cm phi x 25 cm L (Diacel 
Chemical Industries, Ltd.), moving phase: hexane/ethanol/diethylamine 20/80/0.1, flow rate 10 
ml/min) and enantiomer A (retention time: 21.5 min), enantiomer B (retention time = 25.3 min) 
were respectively obtained as a yellow oily substance. 

Example 300 

l-(2-(6-(4-memanesulphbnvl-phenoxvV2-pv^ 
hanone Enantiomer A 

Using 5-(4-methanesulphonyl-phenoxy)-2- pyrain-2-yl-6-pyiTolidin-2~yl-lH -benzimidazole 
enantiomer A obtained in Example 299, the title compound was obtained as an oily substance by 
the same process as in Example 164, a process based on this or a combination of these with a 
normal procedure. 
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1H-NMR (CDC13) 6 : 1.80-2.42 (7H, m), 3.00-3.09 (3H, m), 3.57-3.90 (2H, m), 5.10-5.43 (1H, 
m), 7.02-8.00 (6H, m), 8.57-8.73 (2H, m), 9.55-9.48 (1H, m). 
ESI/MS(m/e): 478 (M+H). 

Example 301 

l-f2-(6-(4-methanesulphonvl-phenoxvV2-pvrazin-2-vl-3H-ben 2 imida2ol-5 -vn-Dvn-olidin 
hanone enantiomer B 

Using 5-(4-methanesulphonyl-phenoxy)- 2-pyrazin-2-yl-6- pyrrolidin-2-yl-lH- benzimidazole 
enantiomer B obtained in Example 299, the title compound was obtained as an oily substance by 
the same process as in Example 164, a process based on this or a combination of these with a 
normal procedure. 
ESI-MS(m/e): 478 (M+H). 

Example 302 

l-f2-(6-f6-rpropane-2-sulfonvl1-pvridin-3-vloxvV2-pvridin-2-vl-3H-benzimidazol-5 
pyrrolidin-l-vD-ethanone 

Using 5-chloro-2-(propane-2-sulfonyl)-pyridine, the title compound was obtained by the same 
process as in Example 122, a process based on this or a combination of these with a normal 
procedure. 

1H-NMR (CDC13) 8 : LI 1-1.40 (6H, m), 1.55-2.43 (7H, m), 3.54-3.89 (3H, m), 5.11-5.48 (1H, 
m), 6.67-8.72 (9H, m), 11.00-11.69 (1H, m) 
ESI-MS (m/e): 506 (M+H). 

Example 303 

1- (2-(6-(4- metfaanesulphonvl-phenoxvV2-p 
phenvl-propan- 1 -one 

Using 3-phenyl-propionic acid, the title compound was obtained as a colourless oily material by 
the same method as in an example 296, a method based on this, or a method which combined 
these, and the normal method. 

1H-NMR (CDC13) 5 : 1.10-3.10 (11H, m), 3.40-4.00 (2H, m), 4.90-5.30 (1H, m), 6.80-8.00 (13H, 
m), 8.30-8.50 (1H, m), 8.60-8.75 (1H, m), 10.50-1 1.20 (1H, m). 
ESI-MS(m/e): 567 (M+H). 

Example 304 

1 -( 2d. 6-(4-methanesulphonvl-phenoxvV2-Pvridin-2-vl-3H-benzimidazol-5 -vn-pvrrolidin- 1 -vH-et 
hane thione 

To 1 ml of chloroform solution of 5-(4-methanesulphonyl-phenoxy)- 

2- pyridin-2-yl-6-pyiTolidin-2-yl-lH-benzimidazoie enantiomer B 20mg obtained in Example 163, 
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ethyl dithioacetate 0.010 ml were added, and the reaction liquor was stirred at room temperature 
overnight. The reaction liquor was diluted with chloroform, then washed successively with 
saturated aqueous sodium bicarbonate and saturated aqueous sodium chloride solution and was 
dried with anhydrous magnesium sulphate. The solvent was eliminated by distillation under 
reduced pressure, and it was refined by preparative thin layer chromatography 
(KieselgelTM60F254, Art5744 (Merck Corporation), chloroform/methanol = 9/1), to obtained 
the title compound as a white solid. 

1H-NMR (CDC13) 6 : 1.50-2.80 (7H, m), 3.00-3.20 (3H, m), 3.60-4.40 (2H, m), 5.30-5.50 (1H, 
m), 7.00-7.60 (5H, m), 7.80-8.00 (3H, m), 8.30-8.50 (1H, m), 8.60-8.75 (1H, m). 
ESI-MS(m/e): 493 (M+H). 

Example 305 

2-fluoro-l-f2-( , 6-(4-methanesulphonvl-phenoxvV2-pvridin-2-vl-3H-benzimidazol-5-vn 
-pyrrolidin-1 -yl)-ethanone 

Using sodium fluoroacetate, the title compound was obtained by the same process as in Example 

168, a process based on this or a combination of these with a normal procedure. 

1H-NMR (CDC13) 8 : 1.67-2.40 (4H, m), 3.00-3.13 (3H, m), 3.51-4.00 (2H, m), 4.48-5.06 (2H, 

m), 5.18-5:46 (1H, m), 7.02-7.69 (5H, m), 7.80-7.98 (3H, m), 8.34-8.44 (1H, m), 8.53-8.70 (1H, 

m), 10.82-11.12 (lH,m). 

ESI-MS(m/e): 495 (M+H). 

Example 306 

l-(2-(2-(5-bromo-p\Tidin-2-vn-6-r4-methanesulphonvl-phenoxvV3H-benzimidazol-5-vn- 

pvrrolidin- 1 -vlVethanone 

Stepl 

Synthesis of 4-bromo-5-f4-methanesulphonvl-phepoxvV2-nitro-phenvlamine 
To N,N-dimethyiformamide 50 ml solution of 4-bromo-5-fluoro-2-nitrophenyl amine 6.4 g, 
4-methanesulphonyl-phenol 5.2 g, potassium carbonate 5.7 g were added successively, and the 
reaction liquor was stirred at 120°C for three hours. Water 200 ml was added to the reaction 
liquor and the precipitated solid was recovered by filtration and was dried, and the title compound 
was obtained as a brown solid. 

Step 2 

Synthesis of 2-(4-amino-2-(4-metfaanesulphonvl-phenoxvV5-nitro-phenvlVpyTTole-l- carboxvlic 
acid t-butvl ester 

To a solution of 4-bromo-5-(4-methanesulphonyl-phenoxy)-2-nitro-phenylamine 10.3 g in 
dimethoxyethane 100 ml, l-(t-butoxycarbonyl) pyrrole-2-boronic acid 7.9 g, dichlorobis triphenyl 
phosphine palladium 1.8 g, saturated sodium carbonate aqueous solution 50 ml and water 50 mi 
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were added successively, and under a nitrogen atmosphere, the reaction liquor was stirred at 80°C 
for one hour. After cooling, the reaction liquor was filtered with cellite, and the filtrate was 
diluted with ethyl acetate, and washed successively with water, saturated aqueous sodium 
chloride solution and thereafter, was dried with anhydrous magnesium sulphate. The solvent was 
eliminated by distillation under reduced pressure and the obtained residue was purified using 
silica gel column chromatography (eluent: hexane / ethyl acetate = 1/1) and the title compound 
was obtained as brown oily substance. 

Step 3 

Synthesis of 2-(4,5-diamino-2-(4-methanesulphonyl-phenoxy)-phenyl)-pyrrolidine-l -carboxylic 
acid t-butylester 

To a solution of 2-(4-amino-2-(4-methanesulphonyl-phenoxy) -5-nitro-phenyl) 
-pyrrole- 1 -carboxylic acid t-butyi ester 12g in 2-propanol 200 ml, water 20 ml, 5 % 
platinum-carbon catalyst 4 g were added, and the reaction liquor was stirred at 70°C under 
hydrogen pressure atmosphere of 50 kgf/cm2 for two days. The catalyst was eliminated by 
filtration with celite, and the solvent was eliminated by distillation under reduced pressure and 
the obtained residue was purified using silica gel column chromatography (eluent: chloroform / 
methanol = 50/1) and the title compound was obtained as dark brown oily substance. 

Step 4 

Synthesis of 2-f5-bromo>pvridin-2-vn-5-(4-methanesulphonvl-phenoxvV6 -pvrrolidin-2-vl -1H 
-benzimidazole 

To solution of 2-(4,5-diamino-2-(4-methanesulphonyl-phenoxy) 

-phenyl)-pyrrolidine-l -carboxylic acid t-butyl ester 500 mg in pyridine 10 ml were successively 
added 5-bromopyridine-2-carboxylic acid 220 mg and l-(3-dimethylaminopropyl)-3-ethyl 
carbodiimid_e monohydrochloride 260 mg, and the reaction liquor was stirred at room temperature 
for 12 hours. The reaction liquor was diluted with chloroform, and it was washed successively 
with water, saturated aqueous sodium chloride solution, then dried with anhydrous magnesium 
sulphate. The solvent was eliminated by distillation under reduced pressure, and the obtained 
residue was dissolved in trifluoroacetic acid 10 ml, and the reaction liquor was heated under 
reflux for three hours. After cooling, the reaction liquor was distilled off under reduced pressure, 
and the obtained residue was diluted with chloroform, and it was made basic with saturated 
aqueous sodium bicarbonate, then, the organic layer was washed with saturated aqueous sodium 
chloride solution and was dried with anhydrous magnesium sulphate. The solvent was eliminated 
by distillation under reduced pressure and the obtained residue was purified using silica gel 
column chromatography (eluent : chloroform/methanol/aqueous ammonia = 50/1/0.1) and the 
title compound was obtained as a colourless oily substance. 
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StepS 

Production of 1 -(2-(2-( 5-bromo-pvridin-2-vO-6-(4-methanesulphonvl 

-phenoxvV3H-benzimidazol-5-vn -pvrrolidin-l-vlVethanone 

To solution of 2-(5-bromo-pyridin-2-yl)-5-(4-methanesulphonyl-phenoxy) 

-6-pyrrolidin-2-y I- 1 H-benzimidazole 220 mg in pyridine 2 ml, was added acetic anhydride 0.050 
ml, and the reaction liquor was stirred at room temperature for 30 minutes. The reaction liquor 
was diluted with chloroform, and it was washed successively with water and saturated aqueous 
sodium chloride solution, then dried with anhydrous magnesium sulphate. The solvent was 
eliminated by distillation under reduced pressure and the obtained residue was purified by silica 
gel column chromatography (chloroform/methanol/aqueous ammonia - 50/1/0.1), and the title 
compound was obtained as pale-brown solid. 

1H-NMR (CDC13) 6 : 1.60-2.40 (7H, m), 2.90-3.15 (3H, m), 3.50-3.90 (2H, m), 5.05-5.50 (1H, 
m), 6.80-7.80 (4H, m), 7.80-8.05 (3H, m), 8.20-8.35 (1H, m), 8.60-8.80 (1H, m), 10.50-1L05 
(lH,m) 

ESI-MS(m/e): 555, 557 (M+H). 
Example 307 

l-(2-(2>(6-fluoro-p\Tidin-2-vlV6-(4-methanesulphonvl-phenoxvV3H-benzimidazol-5-v 
in-l-vD-ethanone 

Using 2-(4,5-diamino-2-(4-methanesulphonyl-phenoxy)-phenyl)-pyrrolidine-l-carboxylic acid 
t-butyl ester and 6-fluoro-pyridine-2-carboxylic acid, the title compound was obtained the same 
process as in Example 306 (Step 4) (Step 5), a process based on these or a combination of these 
with a normal procedure. 

1H-NMR(CDC13) 6 : 1.70-2.40 (7H, m), 2.98-3.11 (3H, m), 3.57-3.90 (2H, m), 5.07-5.51 (1H, 
m), 6.81-8.32 (9H, m), 10.64-11.36 (1H, m). 
ESI-MS(m/e): 495 (M+H). 

Example 308 

l-(2-(2-pvridin-2-vl-6-(6-trifluorom 
lVethanone 

Using 5-bromo-2-trifluorbmethyl-pyridine, the title compound was obtained as a pale yellow 
solid by the same process as in Example 122, a process based on this or a combination of these 
with a normal procedure. 

1H-NMR(CD30D) 6 : L89 and 2.14 (total 3H, each s), 1.90-2.20 (3H, m), 2.24-2.50 (1H, m), 
3.63-3.99 (2H, m), 5.26-5.40 (1H, m), 7.34-7.63 (4H, m), 7.80-7.86 (1H, m), 7.94-8.02 (1H, m), 
8.29-8.37 (1H, m), 8.58-8.59 (1H, m), 8.73-8.78 (1H, m). 
ESI-MS(m/e): 468 (M+H). 
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Example 309 

l-(2-(6-(6-methanesulphonvl-pvridin-3-vloxvV2-pvridin-^^ 

1-vfl-ethanone Enantiomer A 

Stepl 

Synthesis of l-f2^4,5-diamino-2'beDZvloxv-»phenvlVpvrrolidin-l-vlVethanone enantiomer A and 
enantiomer B 

l-(2-(4 > 5-diamino-2-benzyloxy-phenyl)-pyrrolidin-l-yl)-ethanone 2.2 g obtained from Example 
121 (Step 8) were optically-resolved on column for optical resolution (CHIRALPAK AS 2cm phi 
x 25 cmL (Daicel Chemical Industries Ltd), mobile phase: hexane/ethanol 30/70, flow rate: 15 
ml/min), and enantiomer A (retention time = 11.43min), enantiomer B (retention time = 
16.32min) were respectively obtained as black solids. 

Step 2 

Production of l-(2-f6-f6'methanesulphonvl-pvridin-3-vloxvV2-pvridin-2>vl-3H 

-benzimidazol-5-vlVpvirolidin-l-vlVethanone enantiomer A 

Using the 1 -(2-(4,5 -diamino-2-benzy loxy-pheny l)-pyrrolidin- 1 -yl)-ethanone enantiomer A 

obtained from Example 309 (Step 1) and 5-chloro-2-methanesulphonyi-pyridine, the title 

compound was obtained as an oily substance by the process of Example 121 (Step 9) - (Step 12), 

a process based on this or a combination of these with a normal procedure. 

1H-NMR (CDC13) 6 : 1.80-2.42 (7H, m), 3.16-3.27 (3H, m), 3.57-3.91 (2H, m), 5.14-5.34 (1H, 

m), 7.04-8.10 (6H, m), 8.31-8.70 (3H, m), 10.59-10.94 (1H, m). 

ESI-MS(m/e): 478 (M+H). 

Example 310 

l-(2-(6-(6-methanesulphonyl-pvridin-3-vto^ 
1-vlVethanone enantiomer B 

Using the 1 -(2-(4,5-diamino-2-benzyloxy-pheny l)-pyrrolidin- 1 -yl)-ethanone enantiomer B 
obtained from Example 309 (Step 1), the title compound was obtained as an oily substance by the 
same process as in Example 309, a process based on this or a combination of these with a normal 
procedure. 

ESI-MS(m/e): 478 (M+H). 
Example 311 

(2-(6-(4-methanesulphonvl-phenoxvV2-p^ 
din-2-yl-methanone 

Using pyridine-2-carboxylic acid and 5-(4-methanesulphonyl-phenoxy) 
-2-pyridin-2-yl-6-pyrrolidin-2-yl-lH-benzimidazole enantiomer B obtained in Example 163, the 
title compound was obtained by the same process as in Example 296, a process based on this or a 
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combination of these with a normal procedure. 

1H-NMR(CDC13) 8 : 1.60-2.45 (4H, m), 2.91-3.09 (3H, m), 3.71-4.30 (2H, m), 5.44-5.60 and 
5.91-6.03 (total 1H, each m), 6.77-7.93 (11H, m), 8.10-8.66 (3H, m), 10.82-11.00 (1H, m). 
ESI-MS(m/e): 540 (M+H). 

Example 312 

(2-fluoro-phenvn.-(2-(6-f4-methanesulp^ 
vrrolidin- 1 -vlV methanone 

Using 2-fluorobenzoic acid and 5-(4-methanesulphonyl-phenoxy) -2-pyridin-2-yl-6- 
pyrrolidin-2-yl-lH-benzimidazole enantiomer B obtained in Example 163, the title compound 
was obtained by the same process as in Example 296, a process based on this or a combination of 
these with a normal procedure. 

1H-NMR (CDC13) 8 : 1.80-2.51 (4H, m), 2.90-3.08 (3H, m), 3.40-4.08 (2H, m), 4.91-5.02 and 
5.46-5.60 (total 1H, each m), 6^55-8.69 (1 5H, m) 
ESI-MS(m/e): 557 (M+H). 
Example 313 

6-fl -acetyl pvrrolidin-2-vlV5-(4-fluoro phenoxvV2-isoxazol-3-vl-l H-benzimidazole 

Using isoxazole-3-carbaldehyde, the title compound was obtained by the same process as in 

Example a process based on this or a combination of these with a normal procedure process same 

as Example 189, this, a process based on this or a combination of these with a normal procedure. 

1H-NMR (CDC13) 6 : 1.80-2.46 (4H, m), 1.87 and 2.16 (total 3H, eachs), 3.58-3.88 (2H, m), 

5.13-5.1.7 and 5.52-5.55 (total 1H, each m), 6.85-7.40 (7H, m), 8.56 (1H, s). 

ESI-MS(m/e): 407 (M+H). 

Example 314 

5-(6-n-acervl-pmolidin-2-vlV2-pvridin-2-y^ carbonitrile 
Using the l-(2-(4,5-diamino-2-benzyloxy-phenyl)-pyrrolidin-l-yl)-ethanone enantiomer B 
obtained from Example 309 (Step 1) and 2-cyano-5-bromo-pyridine, the title compound was 
obtained as a white solid by the same process as in Example 309, a process based on this or a 
combination of these with a normal procedure. 

1H-NMR (CDC13) 8 : 1.53-2.42 (7H, m), 3.40-3.50 (2H, m), 5.07-5.29 (1H, m), 7.00-7.94 (6H, 
m), 8.28-8.68 (3H, m), 11.00-11.52 (1H, m). 
ESI-MS(m/e): 425 (M+H). 

Example 315 

(2-f2-(6-(4-methanesulphonvl-phenoxvV2-pv^^ 
-oxo-ethvlVmethvl-carbamic acid t-butvl ester 

Using N-t-butoxycarbonyl-glycine and 5-(4-methanesulphonyl-phenoxy)-2-pyridin-2-yl-6- 
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pyrrolidin-2-yl-lH-benzimidazole enantiomer B obtained in Example 163, the title compound 
was obtained by the same process as in Example 171, a process based on this or a combination of 
these with a normal procedure. 

1H-NMR(CDC13) 6 : 1.20-1.69 (16H, m), 2.76-3.12 (7H, m), 5.15-5.26 (1H, m), 7.00-7.44 (5H, 
m), 7.76-8.00 (4H, m), 8.28-8.40 (1H, m), 8.58-8.73 (1H, m). 
ESI-MS(m/e): 606 (M+H). 

Example 316 

!-(2-f6-f4-methanesulphonvl-phenoxvV2-pvridin-2-vl-3H-benzimidazol-5-vlVDmolidin-l-vlV2- 
methvlamino-ethanone 

Using (2-(2-(6-(4-methanesulphonyI-phenoxy)-2-pyridin -2-yl-3H-benzimidazol-5 

-yl)-pyrrolidin-l-yl)-2-oxo-ethyl)-metiiyl-carbamic acid t-butyl ester obtained in Example 315, 
the title compound was obtained by the same process as in Example 171, a process based on this 
or a combination of these with a normal procedure. 

1H-NMR (GDC13) 5 : 1.60-1.97 (4H, m), 2.20-2.46 (3H, m), 2.94-3.08 (5H, m), 3.19-3.90 (2H, 
m), 5.15-5.43 (1H, m), 7.08-7.65 (5H, .m), 7.87-7.94 (3H, m), 8.36-8.38 (1H, m), 8.64 (1H, s). 
ESI-MS(m/e): 506 (M+H). 

Example 317 

1- (2-(6-(4- methanesulphonvl-phenoxvV2-aH-pvra 
vD-ethanone 

Stepl 

Synthesis of 2-f6-('4»methanesulphonvl-phenoxvV2-flH-pvrazol-3-vn -3H-benzimidazol -5-vlV 
pyrrolidine- 1-carboxvlic acid t-butvl ester 

To solution of the 2-(4,5-diamino-2-(4-methanesulphonyl-phenoxy)- 

phenyl)-pyrrolidine-l-carboxylic acid t-butyl ester obtained from Example 306 (Step 3), 49.0 mg, 
in N,N-dimethylformamide 1 ml was added lH-pyrazole-3-carboxaldehyde 10.0 mg, and the 
reaction liquor was stirred at 90°C one overnight After cooling, the reaction liquor was diluted 
with ethyl acetate and was washed with saturated aqueous sodium chloride solution and was dried 
with anhydrous magnesium sulphate. The solvent was eliminated by distillation under reduced 
pressure, and the residue was purified by preparative thin layer chromatography 
(KieselgelTM60F254, Art5744 (Merck Corporation), chloroform/methanol = 9/1) and the title 
compound was obtained as a brown solid. 

Step 2 

Production of 1 -(2-( 6-f4-methanesulphonvl-phenoxvV2-f 1 H-pvrazol-3-vlVn 

3H-benzimida2ol-5-vlVpvrrolidin-l-vD-ethanone 

2- (6-(4-methanesulphonyl-phenoxy)-2-(lH-pyra^ 
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arboxylic acid t-butyl ester 49.2 mg was dissolved in 4N hydrochloric acid-dioxane 1 ml, and the 
reaction liquor was stirred at room temperature for two hours. Reaction solvent was eliminated by 
distillation under reduced pressure, and acetic anhydride 0.012 ml was added to a solution of the 
obtained residue in pyridine 2 ml, and the mixture was stirred at room temperature for 30 minutes. 
Reaction solvent was eliminated by distillation under reduced pressure, and the residue was 
purified by preparative thin layer chromatography (KieselgelTM60F254, Art5744 (Merck 
Corporation), chloroform/methanol = 9/1) and the title compound was obtained as a brown solid. 
1H-NMR (CDC13) 8 : 1.53-2.38 (7H, m), 2.97-3.10 (3H, s), 3.39-3.99 (2H, m), 5.06-5.31 (1H, m), 
6.80-8.04 (8H, m). 
ESI-MS(m/e): 466 (M+H). 

Example 318 

1 -f 2-(6-( > 4-methanesulphonvl-phenoxvV2-( f 1 -methyl- 1 H-pvrazol-3-vlV3 H-ben2imidazol-5-yfl-py 
rrolidin- 1 -vfl- ethanone 

Using the 2-(4,5-diamino-2-(4-methanesulphonyl-phenoxy)-phenyl) -pyrrolidine- 1- carboxylic 
acid t-butyl ester obtained from Example 306 (Step 3) and l-methyl-lH-pyrazole-3-carboxylic 
acid, the title compound was obtained as a white solid by the same process as Example 306 (Step 
4), (Step 5), a process based on these or a combination of these with a normal procedure. 
1H-NMR(CDC13) 6 : 1.70-2.37 (7H, m), 2.98-3.11 (3H, m), 3.52-4.02 (5H, m), 5.04-5.43 (1H, 
m), 6.74-7.67 (6H, m), 7.79-7.97 (2H, m), 10.38-11.00 (1H, m). 
ESI-MS(m/e): 480 (M+H). 

Example 319 

l-(2-(2-(5-fluoro-pvridm-2-vlV6-(4^ 
in-l-yl)-ethanone . 

Using 5-fluoro-pyridine-2 -carboxylic acid, the title compound was obtained as a white solid by 
the same process as in Example 318, a process based on this or a combination of these with a 
normal procedure. 

1H-NMR (CDC13) 6 : 1.60-2.50 (7H, m), 2.85-3.20 (3H, m), 3.50-4.00 (2H, m), 5.00-5.50 (1H, 
m), 6.80-8.10 (7H, m), 8.20-8.60 (2H, m), 10.50-11.20 (1H, m). 
ESI-MS(m/e): 495 (M+H). 

Example 320 

n-amino-cvclopropvlV(2-(6-(4-methanesulphonvl-phenoxvV2-pvridm>2-vl-3H- 
benzimidazol-5-vlVpvnrolidin-l-vlVmethanone 

Using 1-amino-cyclopropanecarboxylic acid, the title compound was obtained as a white solid by 
the same process as in Example 168, a process based on this or a combination of these with a 
normal procedure. 
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1H-NMR(CD30D) 6 : 0.80-1.10 (4H, m), 1.88-2.17 (3H, m), 2.32-2.40 (1H, m), 3.12 (3H, s), 
4.06 (2H, brs), 5.21 (1H, brs), 7.18-7.54 (5H, m), 7.91-7.99 (3H, m), 8.27 (1H, d, J « 8.0 Hz), 
8.73 (1H, d,J = 4.3 Hz). 
ESI-MS(m/e):518(M+H). 

Example 321 

5-(6-( 1 -acetvl-pvrrolidin-2-vn-2-pvrazin-2-vl- 1 H-benzimidazol-5-vloxvVpvridine-2- carbonitrile 
Using l-(2-(4,5-diamino-2-benzyloxy-phenyI)-pyirolidin-l-yI)-ethanone enantiomer B obtained 
in Example 309 (Step 1) and pyrazine-2-carboxaldehyde, the title compound was obtained as an 
oily substance by the same process as in Example 314, a process based on this or a combination 
of these with a normal procedure. 

1H-NMR (CDC13) 6 : 1.67-2.47 (7H, m), 3.60-3.92 (2H, m), 5.11-5.35 (1H, m), 7.00-7.77 (4H, 
m), 8.47-8.73 (3H, m), 9.52-9.68 (1H, m), 10.88-1 1.94 (1H, m). 
ESI-MS(m/e): 426 (M+H). 

Example 322 

l-< r 2-(2-(5-cvano-pvridin-2-vlV6-r4-methanesulphonvl-phenoxvV3H-benzimidazol-5-vlV 
pvrrolidin- 1 - vO-ethanone 

Using 5-cyano-pyridine-2-carboxylic acid, the title compound was obtained as a white solid by 
the same process as in Example 307, a process based on this or a combination of these with a 
normal procedure. 

1H-NMR (CDC13) 6 : 1.05-2.40 (7H, m), 2.80-3.20 (3H, m), 3.60-4.00 (2H, m), 5.05-5.45 (1H, 
m), 6.90-7.80 (4H, m), 7.80-8.00 (2H, m), 8.05-8.20 (1H, m), 8.40-8.60 (1H, m), 8.80-9.00 (1H, 
m), 10.40-10.80 (lH,m). 
ESI-MS(m/e): 502 (M+H). 

Example 323 

l-(2-(2-(4-chloro-pvridm-2-vD-6-(4-^ 
din-l-vlVethanone 

Using 4-chloro-pyridine-2-carboxylic acid, the title compound was obtained as a white solid by 
the same process as in Example 307, a process based on this or a combination of these with a 
normal procedure. 

1H-NMR (CDC13) 6 : 1.67-2.40 (7H, m), 3.00-3.13 (3H, m), 3.54-3.91 (2H, m), 5.10-5.44 (1H, 
m), 6.79-7.52 (5H, m), 7.64-7.97 (2H, m), 8.36-8.57 (2H, m), 10.75-11.24 (1H, m). 
ESI-MS(m/e):511(M+H). 

Example 324 

l-(2-(2-(5-efooxv-pvridm-2-vlV6-(4-met^ 
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din-l-vD-ethanone 

Using 5-ethoxy-pyridine-2-carboxylic acid, the title compound was obtained as a yellow oily 
substance by the same process as in Example 307, a process based on this or a combination of 
these with a normal procedure. 

1H-NMR (CDC13) 5 : 2.00-3.40 (10H, m), 3.60-4.00 (3H, m), 4.20-5.20 (4H, m), 5.80-6.40 (1H, 
m), 7.20-9.20 (9H, m), 11.50-12.00 (1H, m). 
ESI-MS(m/e): 521 (M+H). 

Example 325 

Trans-H4-acetoxv-2-f6-f4-methanesulphonvl-phenoxvV2-Dvridin-2-vl-3H-benzi midazol-5-vn-p 
vrrolidin- 1 -vO-ethanone 
Step 1 

Synthesis of l-Q-fluoro-4-nitro-phenvn-3-butene-l-ol 

To a solution of 4-nitro-2-fluoro-benzaldehyde (synthesised according to process described in 
US6239152) 2.00 g in chloroform 12 ml, was added titanium tetrachloride 0.65 ml, and the 
reaction liquor was stirred at room temperature for ten minutes, and thereafter, 
allyl-trimethyl-silane 2.4 ml was added, and the reaction liquor was stirred at room temperature 
for 20 minutes. The reaction liquor was diluted with ethyl acetate, and it was washed successively 
with water and saturated aqueous sodium chloride solution, then dried with anhydrous sodium 
sulphate. The solvent was eliminated by distillation under reduced pressure, and the residue was 
purified by silica gel column chromatography (eluent: hexane / ethyl acetate = 3/1) and the title 
compound was obtained as reddish yellow solid. 

Step 2 

Synthesis of N-( 1 -( , 2-fluoro-4-nitro-phenvlV3 -butenviVacetamide 

To solution of l-(2-fluoro-4-nitro-phenyl)-3-butene-l-ol 480 mg in chloroform 10 ml were added, 
methanesulfonyl chloride 0.29 ml and triethylamine 0.63 ml, and thereafter the reaction liquor 
was stirred at room temperature for 15 minutes. The reaction liquor was washed using water and 
thereafter, was dried with anhydrous magnesium sulphate. The solvent was eliminated by 
distillation under reduced pressure, and crude product was obtained as pale yellow oily substance. 
To solution of crude product in dimethylformamide 10 ml was added sodium azide 310 mg, and 
the reaction liquor was stirred at 45°C for 30 minutes. The reaction liquor was diluted with ethyl 
acetate and was washed using water, then dried with anhydrous sodium sulphate. The solvent was 
eliminated by distillation under reduced pressure, and crude product was obtained as brown oily 
substance. To solution of the obtained crude product in tetrahydrofuran 10 ml were added 
triphenyl phosphine 1.0 g and water 2 ml, and the reaction liquor was stirred while heating under 
reflux for 12 hours. 1 N hydrochloric acid was added to the reaction liquor, and the organic layer 
was eliminated, and thereafter the aqueous layer was made basic using IN sodium hydroxide 
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aqueous solution. Extraction with chloroform was carried out, and it was dried with anhydrous 
sodium sulphate, and thereafter die solvent was eliminated by distillation under reduced pressure, 
and crude product 380 mg was obtained as brown oily substance. To solution of crude product 
380 mg in chloroform 10 ml were added triethylamine 0.50 ml, acetic anhydride 0.25 ml and 
4-dimethylaminopyridine 20 mg, and the reaction liquor was stirred at room temperature for 30 
minutes. The solvent was eliminated by distillation under reduced pressure, and the residue was 
purified by silica gel column chromatography (eluent: chloroform/methanol 50/1) and the title 
compound was obtained as brown oily substance. 

Step 3 

Synthesis of l-acetvl-2-f2-fluoro-4-nitro-phenvlV4»hvdroxv-pVrrolidine 

To solution of N-(l-(2-fluoro-4-nitro-phenyl)-3-butenyl)-acetamide 200 mg in tetrahydrofuran 4 
ml were added water 1 ml and iodine 600 mg, then the reaction liquor was stirred overnight at 
room temperature. The reaction liquor was diluted with chloroform, and it was washed 
successively with saturated aqueous sodium bicarbonate, saturated sodium thiosulfate aqueous 
solution, saturated aqueous sodium chloride solution, then dried with anhydrous sodium sulphate. 
The solvent was eliminated by distillation under reduced pressure, and the crude product was 
obtained. To solution of crude product in chloroform 5 ml were added triethylamine 0.25 ml, 
acetic anhydride 0.13 ml and 4-dimethylaminopyridine 10 mg, and the reaction liquor was stirred 
at room temperature for 15 minutes. The solvent was eliminated by distillation under reduced 
pressure, and potassium carbonate 20 mg was added to methanol 5 ml solution of the obtained 
residue, and the reaction liquor was stirred at room temperature for 15 minutes. The solvent was 
eliminated by distillation under reduced pressure, and thereafter the residue was purified by silica 
gel column chromatography (eluent: chloroform-methanol = 30/1) and the title compound was 
obtained as diastereomer mixture of colourless solid. 

Step 4 

Synthesis of 1 -acetvl^-^-fluoro^-ffovridine^-carbonvn -aminoVphenvlV4- 
acetoxv-pyrrolidine 

Acetic anhydride 0.06 ml was added to pyridine 2 ml solution of 
l-acetyl-2-(2-fluoro-4.nitro-phenyl)-4-hydroxy-pyrrolidine 140 mg, and the reaction liquor was 
stirred overnight at 50°C. The solvent was eliminated by distillation under reduced pressure, and 
the residue was purified by silica gel column chromatography (eluent: ethyl acetate) and product 
150 mg was obtained. Expanded Raney nickel catalyst about 50 mg was added to methanol 3 ml 
solution of product 57 mg, and the reaction liquor was stirred under a hydrogen atmosphere for 
30 minutes, and thereafter, catalyst was eliminated by filtration, and the solvent was eliminated 
by distillation under reduced pressure. Pyridine-2-carboxylic acid 30 mg and 
l-(3-dimethylaminopropyl)-3 -ethyl carbodiimide monohydrochloride 50 mg were added to 
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pyridine 2 ml solution of the residue, and the reaction liquor was stirred overnight at room 
temperature. The reaction liquor was diluted with ethyl acetate, and it was washed successively 
with saturated aqueous sodium bicarbonate and saturated aqueous sodium chloride solution, then 
dried with anhydrous sodium sulphate. The solvent was eliminated by distillation under reduced 
pressure, and the title compound was obtained as a yellow oily substance. 

StepS 

Synthesis of trans- 1 -acetvl-2-( 5-nitro-2-fluoro-4-( (pvridine-2-carbonvri-aminol 

-phenyI)-4-acetoxv-pyrrolidine ; and 

cis- 1 -acetyl»2^5-nitro-2'fluoro^-(fpyridine-2-carbonvlVaminoVphenvD-4-acetoxy- pyrrolidine 
Fuming nitric acid 0.1ml was added to trifluoroacetic acid 0.5 ml solution of 
l-acetyK2-(2-fluoro-4-((pyridine-2-carbonyl)-amino)-phenyl)-4-acetoxy-pyrrolidine 36 mg, and 
the reaction liquor was stirred at room temperature for one hour. The solvent was eliminated by 
distillation under reduced pressure, and thereafter the residue was purified by silica gel column 
chromatography (eluent: chloroform-methanol = 15/1) and diastereomer mixture 30 mg of the 
title compound was obtained as a white solid. It was refined further by preparative thin layer 
chromatography (KieselgelTM60F254, Art5744 (Merck Corporation), chloroform/methanol = 
15/1) and single diastereomers of the title compound were respectively obtained as yellow solid. 
(Rf value = trans isomer> cis isomer). 

Step 6 

Production of trans-l-f4-acetoxv-2-( , 6>(4>methanesulphonvl-phenoxvV2-pvridin-2-vl- 
3H-benzimidazol-5-vlVpyrrolidin-l-vlVethanone 

4-methanesulphonylphenol 10 mg and cesium carbonate 20 mg were added to 
dimethylformamide 0.5 ml solution of trans-l-acetyl-2-(5-nitro-2-fluoro 
-4-((pyridine-2-carbonyl)-amino)-phenyl)-4-acetoxy-pyrTolidine 21 mg, and the reaction liquor 
was stirred at 90°C for one hour. Tin (II) chloride dihydrate 100 mg was added, and the reaction 
liquor was stirred at 90°C for five hours. The reaction liquor was diluted with ethyl acetate, and it 
was washed successively using water, saturated aqueous sodium chloride solution, then dried 
with anhydrous sodium sulphate. The solvent was eliminated by distillation under reduced 
pressure, and the title compound was obtained as a yellow oily substance. 
1H-NMR(CD30D) 6 : 1.50-1.90 (3H, m), 2.10-2.53 (2H, m), 2.98 (3H, s), 3.60-3.90 (2H, m), 
5.13-5.26 (2H, m), 7.03-7.65 (5H, m), 7.78-7.87 (3H, m), 8.10-8.18 (1H, m), 8.59 (1H, s). 
ESI-MS(m/e): 535 (M+H). 

Example 326 

Tiras-l-(4-hydroxy-2-(6-(4-methanesulphom 
thanone 
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25 % sodium methoxide 0.015 ml was added to solution of 
trans-l-(4-acetoxy-2^6-(4-methanesu^ 

rrolidin-l-yl)-ethanone (obtained in Example 325) 40 mg in methanol 2 ml, and the reaction 
liquor was stirred at room temperature for ten minutes. The solvent was eliminated by distillation 
under reduced pressure, and the residue was purified using reverse phase medium pressure liquid 
chromatography [ODS-AS-360-CC (YMC Corporation) mobile phase: water-acetonitrile-0.1% 
trifluoroacetic acid]. The solvent (sic) of the obtained fraction was diluted with ethyl acetate and 
was washed using saturated aqueous sodium bicarbonate, then dried with anhydrous sodium 
sulphate. The title compound was obtained as a white solid by eliminating the solvent by 
distillation under reduced pressure. 

1H-NMR(CD30D) & : 1.48-2.80 (5H, m), 2.99-3.10 (3H, m), 3.48-4.10 (2H, m), 4.40-4.60 (1H, 
m), 5.25-5.50 (1H, m), 7.00-7.50 (5H, m), 7.75-8.00 (3H, m), 8.24-8.48 (1H, m), 8.48-8.70 (1H, 
m), 10.70-11.20 (lH,m). 
ESI-MS(m/e): 493 (M+H). 

Example 327 

Cis-l-(4-fluoro-2-(6-(4-methanesulphonvl-pheno 
lidin- 1 -y D-ethanone 

Bis (2-methoxyethyl) amino sulphur tri fluoride 0.02 ml was added to a solution of 
frans- 1 -(4-hydroxy-2-(6-(4-methan 

yrrolidin-l-yl)-ethanone (obtained in Example 326) 10 mg in chloroform 1 ml, and the reaction 
liquor was stirred at room temperature for ten minutes. The solvent was eliminated by distillation 
under reduced pressure, and the residue was purified by preparative thin layer chromatography 
(KieselgelTM60F254, Art5744 (Merck Corporation), chloroform/methanol = 15/1) and the title 
compound was obtained as a white solid. 

1H-NMR(CD30D) 6 : 1.92 (3H x 1/2, s), 2.22 (3H x 1/2, s), 2.22-2.80 (2H, m), 3.13 (3H x 1/2, s), 
3.15 (3H x 1/2, s), 3.80-4.40 (2H, m), 5.20-5.50 (2H, m), 7.20-7.80 (5H, m), 7.90-8.10 (3H, m), 
8.28 (1H, t, J = 7.8 Hz), 8.74 (1H, brs). 
ESI-MS(m/e): 495 (M+H). 

Example 328 

Cis-l-(4-acetoxv-2-(6-(4-methanesulphon^ 
rolidin- 1 - vlVethanone 

Using the cis-l-aceryl-2-(5-nitn)-2-fluoro-4-((pyridine-2-carbonyl)-amino)- phenyl)-4-acetoxy 
-pyrrolidine obtained from Example 325 (Step 5), the title compound was obtained as a 
colourless solid by the same process as Example 325 (Step 6), a process based on this or a 
combination of these with a normal procedure. 

1H-NMR(CD30D) 6 : 1.40-1.90 (3H, m), 2.20-2.55 (2H, m), 3.00 (3H, s), 3.62-3.90 (2H, m), 
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5.12-5.28 (2H, m), 6.98-7.75 (5H, m), 7.78-7.88 (3H, m), 8.11-8.19 (1H, m), 8.60 (1H, s). 
ESI-MS(m/e): 535 (M+H). 

Example 329 

Cis-l-(4-hvdroxv-2-(6-(4-methanesulphonvl-^^ 
rolidin- 1 -vD-ethanone 

Using cis- 1 -(4-acetoxy-2-(6-(4-methanesulphony l-phenoxy)-2-pyridin- 2-y 1-3H- 

benzimidazol-5-yl)-pyrrolidin-l-yl)-ethanone obtained in Example 328, the title compound was 
obtained as a colourless solid by the same process as in Example 326, a process based on this or a 
combination of these with a normal procedure. 

1H-NMR(CD30D) 6 : 1.80-2.00 (3H, m), 2.04-2.75 (2H, m), 3.12-3.16 (3H, m), 3.40-4.00 (2H, 
m), 4.45-4.55 (1H, m), 5.25-5.43 (1H, m), 7.18-7.42 (3H, m), 7.50-7.59 (1H, m), 7.62-7.77 (1H, 
m), 7.90-8.08 (3H, m), 8.24-8.32 (1H, m), 8.75-8.81 (1H, 1). 
ESI-MS(m/e): 493 (M+H). 

Example 330 

Trans- l-(4-fluoro-2-(6-(4-methanesulpho 
rolidin-l-vn-ethanone 

Using cis-l-(4-hydroxy-2-(6-(4-methanesulphonyl-phenoxy)-2-pyridin -2-yl-3H- benzimidazol 
-5-yl)-pyrrolidin-l-yl)-ethanone, the title compound was obtained as a pale yellow solid by the 
same process as in Example 327, a process based on this or a combination of these with a normal 
procedure. 

1H-NMR(CD30D) 6 : 1.70-2.73 (5H, m), 3.11-3.37 (3H, m), 3.62-4.51 (2H, m), 5.24-5.45 (2H, 
m), 7.13-7.76 (5H, m), 7.94-8.00 (3H, m), 8.28-8.33 (1H, m), 8.73-8.79 (1H, m). 
ESI-MS(m/e): 495 (M+H). 

Example 331 

!-(4-oxo-2-f6-(4-methanesulphonvl-phenoxvV2-pvridin-2-vl-3H-benzimidazol-5-vlV 
pvrrolidin- 1 -yD-ethanone 

Dimethylsulfoxide 0.003 ml was added to a solution of oxalyl chloride 0.003ml in chloroform 1 
ml at -50°C, and the reaction liquor was stirred at the same temperature for five minutes. A 
solution of trans- 1 -(4-hydroxy-2-(6-(4-methanesulphonyl-phenoxy)-2 

-pyridin-2-yl-3H-benzimia^ol-5-yl)-pyrrolidin-l-yl)-ethanone obtained in Example 326, 6.7 mg 
in chloroform 1 ml was added to the reaction liquor, and thereafter the reaction liquor was stirred 
at -50°C for 15 minutes. Triethylamine 0.02 ml was added, and the reaction liquor was stirred at 
room temperature for five minutes, and thereafter the reaction liquor was diluted with ethyl 
acetate, and it was washed successively with saturated ammonium chloride aqueous solution, 
saturated aqueous sodium chloride solution, then dried with anhydrous sodium sulphate. The 
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solvent was eliminated by distillation under reduced pressure, and the residue was purified using 
reverse phase medium pressure liquid chromatography [ODS-AS-360-CtC (YMC) mobile phase: 
water-acetonitrile-0.1% trifluoroacetic acid]. The solvent (sic) of the obtained fraction was 
diluted with ethyl acetate and was washed using saturated aqueous sodium bicarbonate, then 
dried with anhydrous sodium sulphate. The title compound was obtained as a white solid by 
eliminating the solvent by distillation under reduced pressure. 

1H-NMR(CD30D) b : 2.03 (3H, s), 2.68 (2H, s), 3.16 (3H, s), 4.09-4.22 (2H, m), 5.70-5.77 (1H, 
m), 7.05-7.80 (5H, m), 7.94-8.01 (3H, m), 8.24-8.32 (1H, m), 8.72-8.77 (1H, m). 
ESl-MS(m/e): 491 (M+H). 

Example 332 

l-(4.4-difluoro-2-(6-(4-methane^ 

lidin-l-vlVethanone 

Stepl 

Synthesis of 1 -acetvl-2-f2-fluoro-4-nitro-phenvlV4.4-difluoro-pvrrolidine 
Dimethylsulfoxide 0.035 ml was added to a solution of oxalyl chloride 0.035ml in chloroform 3 
ml, at -50°C, and the reaction liquor was stirred at the same temperature for five minutes. A 
solution of l-acetyl-2-(2-fluoro-4-nitro-phenyl)-4-hydroxy-pyrrolidine 40 mg obtained in 
Example 325 (Step 3) in chloroform 2 ml was added to the reaction liquor, and thereafter the 
reaction liquor was stirred at 50°C for ten minutes. Triethylamine 0.10 ml was added, and the 
reaction liquor was stirred at room temperature for five minutes, and thereafter the reaction liquor 
was diluted with ethyl acetate, and it was washed successively with saturated ammonium chloride 
aqueous solution, saturated aqueous sodium chloride solution, then dried with anhydrous sodium 
sulphate. The solvent was eliminated by distillation under reduced pressure, and bis 
(2-methoxyethyl) amino sulphur trifluoride 0.06 ml was added to solution of the obtained residue 
in chloroform 1 ml, and the reaction liquor was stirred overnight at 70°C. The solvent was 
eliminated by distillation under reduced pressure, and the residue was purified by silica gel 
column chromatography (ehient hexane / ethyl acetate = 1/1) and the title compound was 
obtained. 

Step 2 

Production of 1 -(4.4-difluoro-2-( 6-(4-methanesulphonvl-phenoxvV2-pvridin-2-vl- 

^H>l>ep7:im ida2ol-5-vlVpvrrolidin-l-vn-ethanone 

Using l-acetyl-2-(2-fluoro-4-nitro-phenyl)-4,4-difluoro-pyrrohdine obtained in (Step 1), the title 
compound was obtained as a white solid by the process of Example 325 (Step 4)-(Step 6), a 
process based on this or a combination of these with a normal procedure. 

1H-NMR(CD30D) 5 : 2.03 (3H x 1/2, s), 2.05 (3H x 1/2, s), 2.50-2.63 (1H, m), 2.85-3.15 (1H, 
m), 3.14 (3H x 1/2, s), 3.15 (3H x 1/2, s), 3.95-4.25 (2H, m), 5.44-5.58 (1H, m), 7.22-7.29 (2H, 
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m), 7.26-7.42 (1H, m), 7.48-7.54 (1H, m), 7.61-7.68 (1H, m), 7.94-8.04 (3H, m), 8.26-8.32 (1H, 

m), 8.72-8.77 (1H, m). 

ESI-MS(m/e):513(M+H). 

Example 333 

Cis-l-(4-fluoro-2-(6-(4-methanesufr^ 
lidin-l-vlVethanone enantiomer A an d enantiomer B 

Racemic cis-l-(4-fluoro-2-(6-(4-methanesulphonyl-phenoxy)-2-pyridin-2-yl-3H 
-benzimida2ol-5-yl)-pyrroIidin-l-yl)-ethanone obtained in Example 327 45 mg was optically 
resolved on optical resolution column (CHIRALPAK AD 2cm phi x 25 cm L (Diacel Chemical 
Industries, Ltd.), moving phase: hexane/2-propanol 30/70, flow rate 10 ml/min), and enantiomer 
A (retention time =18 min), enantiomer B (retention time = 22 min) were respectively obtained 
as white-color solids. 

Enantiomer A 
ESI-MS(m/e): 495 (M+H). 

Enantiomer B. 
ESI-MS(m/e): 495 (M+H). 

Example 334 

6-(6-H -acetvl-pvrrolidin-2-vlV5-(4-meth 
c acid methyl ester 

Using pyridine-2,5-dicarboxylic acid-5-methyl ester, the title compound was obtained as yellow 
solid by the same process as in Example 307, a process based on this or a combination of these 
with a normal procedure. 

1H-NMR/ (CDC13) 6 : 1.20-2.40 (7H, m), 2.80-3.20 (3H, m), 3.40-4.00 (2H, m), 3.99 (3H, s), 
5.05-5.45 (1H, m), 6.80-7.80 (4H, m), 7.80-8.05 (2H, m), 8.35-8.60 (2H, m), 9.10-9.30 (1H, m), 
10.60-1 1.30 (lH,m). 
ESI-MS(m/e): 535 (M+H). 

Example 335 

6-(6-n-acelvl-pvrrolidin-2-viy5-(4- 
nicotinic acjd 

Using 6-(6-(l -acetyl-pyrrolidin-2-yl)-5-(4-methanesulphonyl-phenoxy)-l H- benzimidazol 
-2-yl)-nicotinic acid methyl ester obtained in Example 334, the title compound was obtained as 
pale yellow solid by same process as Example 121 (Step 6), by a process based on this or a 
combination of these with a normal procedure. 
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1H-NMR (DMS0-d6) 6 : 1.60-2.60 (7H, m), 3.21 (3H, s), 3.60-4.00 (2H, m), 5.00-5.20 (1H, m), 
6.90-7.60 (4H, m), 7.80-8.00 (2H, m), 8.30-8.60 (2H, m), 9.20 (1H, s). 
ESI-MS(m/e): 521 (M+H). 

Example 336 

2-(6-(4-methanesulphonvl-phenoxvV^^ 
ylic acid dimethyl amide 
Step 1 

Synthesis of 2-f6-f4-metfaanesulphonvl-phenoxvV2-pvridin-2-vl-2.3-dihvdro-lH- benzimidazol 
-5-ylVpyrrolidine-l-carboxylic acid 4-nitro-phenvl ester 

Triethylamine 0.060 ml and 4-nitrobenzoyl chloride 21 mg were added successively to 
tetrahydrofiiran 1 ml solution of 5-(4-methanesulphonyl-phenoxy)-2- pyridin-2-yl- 
6-pyrrolidin-2-yl-lH-benzimidazole enantiomer B 37mg obtained in Example 163, and the 
reaction liquor was stirred overnight at room temperature. Reaction solvent was eliminated by 
distillation under reduced pressure, and the residue was purified by preparative thin layer 
chromatography (KieselgelTM60F254, Art5744 (Merck Corporation), chlorofonn/methanol = 
10/1) and the title compound was obtained as a white solid. 

Step 2 

Production of 2-(6-(4-metbanesulphonvl-phenoxvV2- pvridm-2-vl-3H- benzimidazol-5-vD- 
pyrrolidine-l-carboxylic acid dimethyl amide 

Dimethylamine (2.0M tetrahydrofuran solution) 1 ml was added to tetrahydrofuran 1 ml solution 
of 2-(6-(4-methanesulphonyl-phenoxy)-2-pyridin-2-yl- 2,3-dihydro-lH- 

benzimidazol-5-yl)-pyrrolidine-l-carboxylic acid 4-nitro-phenyl ester 20 mg, and the reaction 
liquor was stirred overnight at 100°C in sealed tube. Reaction solvent was eliminated by 
distillation .under reduced pressure and the obtained residue was purified by reverse phase 
medium pressure liquid chromatography (ODS-AS-360-CC (YMC Co) mobile phase: 
water-acetonitrile-0.1% trifluoroacetic acid). The solvent (sic) of the obtained fraction was 
diluted with ethyl acetate and was washed using saturated aqueous sodium bicarbonate, then 
dried with anhydrous sodium sulphate. 

By eliminating the solvent under reduced pressure, the title compound was obtained as a white 
solid. 

1H-NMR(CD30D) 5 : 1.80-1.92 (2H, m), 1.94-2.07 (1H, m), 2.33-2.42 (1H, m), 2.80 and 2.85 
(total 6H, each brs), 3.12 (3H, s), 3.52-3.58 (1H, m), 3.62-3.78 (1H, m), 5.19-5.26 (1H, m), 
7.16-7.80 (5H, m), 7.91-7.99 (3H, m), 8.27 (1H, d, J = 7.6 Hz), 8.73 (1H, brs). 
ESI-MS(m/e): 506 (M+H). 
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Example 337 

l-f2-(2-(6-hvdroxv-pvridi n-2-vlV6-(4-m^ 
lidin-1 -vO-ethanone 

Using 6-hydroxy-pyridine-2-carboxylic acid, the title compound was obtained as yellow solid by 
the same process as in Example 307, a process based on this or a combination of these with a 
normal procedure. 

1H-NMR(CD30D) 6 : 1.75-2.47 (7H, m), 2.97-3.26 (4H, m), 3.44-3.96 (2H, m), 5.20-5.40 (1H, 
m), 6.60-8.05 (10H,m). 
ESI-MS(m/e): 493 (M+H). 

Example 338 

1 -f 2-(6-(4-fluoro-phenvl 

sulphanvlV2-pvridin-2-vl-3H-ben2imidazol-5-vlVDvrrolidin-l-vn-ethanone 
Step 1 

Synthesis of 2-(4-amino-2-fluoro-phenylVpmole-l-carboxvlic acid t-butvl ester 

1- (t-butoxy carbonyl) pyrrole-2-boron acid 1.6 g, tetrakis triphenylphosphine palladium 200 mg, 
saturated sodium carbonate aqueous solution 5 ml and water 5 ml were added successively to a 
solution of 4-bromo-3-fluoro-phenylamine 1 g in dimethoxyethane 1 ml, and the reaction liquor 
was stirred at 70°C for three hours under a nitrogen atmosphere. After cooling, the reaction liquor 
was filtered with celite, and the filtrate was diluted with ethyl acetate and washed successively 
with water and saturated aqueous sodium chloride solution and thereafter, was dried with 
anhydrous magnesium sulphate. The solvent was eliminated by distillation under reduced 
pressure and the obtained residue was purified using silica gel column chromatography (eluent: 
hexane / ethyl acetate = 2/1) and the title compound was obtained as pale-brown solid. 

Step 2 

Synthesis of 2-(4-amino-2-fluoro-phenylVpwolidine-l-carboxvlic acid t-butvlester . 

Water 5 ml, 5 % platinum-carbon catalyst 660 mg were added to a solution of 

2- (4-amino-2-fluoro-phenyl)-pyrrole-l-carboxylic acid t-butyl ester 2.2g in 2-propanol 50 ml, 
and, under hydrogen pressure atmosphere of 50 kgf7cm2, it was stirred at 50°C for one day. The 
catalyst was eliminated by filtration with celite, and the solvent was eliminated by distillation 
under reduced pressure, and die residue was purified by silica gel column chromatography 
(eluent: hexane / ethyl acetate = 1/1) and the title compound was obtained as brown oily 
substance. 

Step 3 

Synthesis of pvridine-2-carboxvlic acid-(4-< > l-acetvl-pvrrolidin- 2-vD-3- fluoro-phenvlVamide 
Pyridine-2-carboxylic acid 90 mg, l-(3-dimediylaminopropyl)-3-ethyl carbodiimide 
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monohydrochloride 190 mg were added successively to solution of 
2-(4-amino-2-fluoro-phenyl)-pyiTolidine-l-carboxylic acid t-butyl ester 181 mg in pyridine 2 ml, 
and the reaction liquor was stirred at room temperature for three hours. The reaction liquor was 
diluted with chloroform, and it was washed successively with water and saturated aqueous 
sodium chloride solution, then dried with anhydrous magnesium sulphate. The solvent was 
eliminated by distillation under reduced pressure, and 4N hydrochloric acid-dioxane solution 2 
ml were added to the obtained residue 300 mg, and the reaction liquor was stirred at room 
temperature for one hour. The reaction liquor was diluted with chloroform, and it was made basic 
with saturated aqueous sodium bicarbonate, then the organic layer was washed using saturated 
aqueous sodium chloride solution, then dried with anhydrous magnesium sulphate. The solvent 
was eliminated by distillation under reduced pressure, and acetic anhydride 0.020 ml was added 
to pyridine 1 ml solution of the obtained residue, and the reaction liquor was stirred at room 
temperature for 20 minutes. The reaction liquor was diluted with chloroform, and it was washed 
successively with water and saturated aqueous sodium chloride solution, then dried with 
anhydrous magnesium sulphate. The solvent was eliminated by distillation under reduced 
pressure and the obtained residue was purified by silica gel column chromatography (eluent: 
chloroform-methanoi = 50/1) and the title compound was obtained as yellow solid. 

Step 4 

Synthesis of pvridine-2-carboxvlic acid-(4-a-acetvI-pvrTolidin-2-vn- 5-fluoro-2-nitro- 
phenvfl-amide 

Potassium nitrate 94 mg was added to solution of pyridine-2-carboxylic 
acid-(4-(l-acetyl-pyrrolidin-2-yl)-3-fluoro-phenyl)-amide in trifluoroacetic acid 3 ml, and the 
reaction liquor was stirred at room temperature for two days. The reaction liquor was 
concentrated down by distillation under reduced pressure, then diluted with chloroform, made 
basic with . saturated aqueous sodium bicarbonate. Then extraction was carried out with 
chloroform. The organic layers were combined and were washed with saturated aqueous sodium 
chloride solution and were dried with anhydrous magnesium sulphate. The solvent was 
eliminated by distillation under reduced pressure and the obtained residue was purified by silica 
gel column chromatography (eluent: chloroform-methanol = 50/1) and the title compound was 
obtained as a pale yellow solid. 

Step 5 

Productio n of l-(2-(6-(4-fluoro-phenvl sulphanvlV2-pvridin-2-vl- 3H-benzimidazol-5-vn 
-pyrrolidin- 1 -vl V ethanone 

4-fluoro-benzene thiol 20 mg, potassium carbonate 30 mg were added successively to solution of 
pyridine-2-carboxylic acid-(4-(l ~acetyl-pyrrolidin-2-yl)-5 -fluoro-2-nitro-phenyl)-amide 50 mg in 
N,N-dimethylformamide 1 ml, and the reaction liquor was stirred at 100°C for two hours. Tin (II) 
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chloride dihydrate 30 mg was added to the reaction liquor, and the reaction liquor was stirred at 
100°C for a further three hours. After cooling, the reaction liquor was diluted using saturated 
aqueous sodium bicarbonate, extracted with chloroform, and the organic layer were dried with 
anhydrous magnesium sulphate, and the solvent was eliminated by distillation under reduced 
pressure. It was refined by preparative thin layer chromatography and the title compound was 
obtained as a white solid. 

1H-NMR (CDC13) 8 : 1.60-2.50 (7H, m), 3.60-4.00 (2H, m), 5.20-5.80 (1H, m), 6.90-7.10 (2H, 
m), 7.15-7.80 (5H, m), 7.80-8.00 (1H, m), 8.30-8.45 (1H, m), 8.55-8.70 (1H, m), 10.60-11.20 
(lH,m). 

ESl-MS(m/e):433(M+H). 
Example 339 

1 -( 2-( 6-f 4-methanesulphonvl-phenvl 

sulphanvn-2-pvridin-2-vl-3H-benzimidazol-5 -yfl-pyrrolidin- 1 -ylVethanone 
Using 4-methanesulphonyl-benzene thiol, the title compound was obtained as a white solid by 
same process as Example 338 (Step 5), by a process based on this or a combination of these with 
a normal procedure. 

1H-NMR (CDC13) 6 : 1.40-2.45 (7H, m), 2.80-3.20 (3H, m), 3.50-4.00 (2H, m), 5.20-5.65 (1H, 
m), 7.10-8.25 (8H, m), 8.30-8.50 (1H, m), 8.50-8.80 (1H, m), 10.60-1 1.40 (1H, m). 
ESI-MS(m/e): 493 (M+H). 

Example 340 

N-(5-(6-n-aceM-pvn-olidin-2-vlV2-pv^ 

mide 

Step 1 

Synthesis - of l-f2-f6-(6-amino-pvridin-3-vloxvV2-pvridin-2-yl-3H -benzimidazoI-S-vll 
-pvrrolidin- 1 -vD-ethanone 

5-bromo-2-nitro-pyridine 53.5 mg, cesium carbonate 84.2 mg, copper (II) oxide 25 mg were 
added to a solution of l-(2-(6-hydroxy-2-pyridin-2-yl-3-(2-trimethyl 
silanyl-ethoxymeutyl)-3H-berizin^ obtained in Example 121 

(Step 10) 55.0 mg in pyridine 1 ml, and the reaction liquor was stirred overnight at 120°C in 
sealed tube. After cooling, saturated ammonium chloride aqueous solution, saturated aqueous 
sodium chloride solution were added successively to the reaction liquor, extraction was carried 
out ethyl acetate and the extract was dried with anhydrous magnesium sulphate. The solvent was 
eliminated by distillation under reduced pressure, and hydrazine monohydrate 0.016 ml, 
expanded Raney nickel catalyst 20 mg were added to solution of the obtained residue in ethanol 2 
ml, and the reaction liquor was stirred at room temperature for 30 minutes. The catalyst was 
eliminated by filtration with celite, and the solvent was eliminated by distillation under reduced 
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pressure. The obtained residue was purified by preparative thin layer chromatography 
(KieselgelTM60F254, Art5744 (Merck Corporation), chloroform/methanol = 9/1) and the title 
compound was obtained as a yellow oily substance. 

Step 2 

Production of N-f5-(6-n-acetvl-pvrrolidin-2-vO -2-pvridin-2-vl-lH -benzimidazol-5-vloxv) 
-pvridin-2-vlVacetamide 

Acetic anhydride 0.005 ml was added to a solution of 

1- (2-(6-(6-amino-pyridin-3-yloxy]-2-pyridin-^^ 

ethanone 13.7 mg in pyridine 1 ml, and the reaction liquor was stirred at room temperature for 
three hours. The reaction liquor concentrated down by distillation under reduced pressure, and the 
obtained residue was dissolved in trifluoroacetic acid 1 ml, and the reaction liquor was stirred at 
room temperature for three hours. The reaction liquor was concentrated down by distillation 
under reduced pressure and the obtained residue was purified using reverse phase medium 
pressure liquid chromatography (ODS-AS-360-CC (YMC Co) mobile phase: 
water-acetonitrile-0.1% trifluoroacetic acid) and silica gel column chromatography (eluent: 
chloroform / methanol = 9/1) and the title compound was obtained as an oily substance. 
1H-NMR (CDC13) 6 : 1.64-2.44 (10H, m), 3.57-3.91 (2H, m), 5.26-5.62 (1H, m), 6.76-8.74 (10H, 
m), 10.59-11.31 (lH,m). 
ESl-MS(m/e): 457 (M+H). 

Example 341 

1 -f 2-(6-(6-acetvl-pvridin-3-vloxvV2-pvridin-2-vl-3H-benzimidazol-5-vlVpmohdm 1 -ylV 
ethanone 

Using l-(5-bromo-pyridin-2-yl)-ethanone, the title compound was obtained as an oily substance 
by the same process as in Example 122, a process based on this or a combination of these with a 
normal procedure. 

1H-NMR (CDCD) 6 : 1.66-2.42 (7H, m), 2.59-2.74 (3H, m), 3.51-3.90 (2H, m), 5.12-5.45 (1H,. 
m), 6.85-8.10 (6H, m), 8.30-8.70 (3H, m), 10.86-11.24 (1H, m). 
ESI-MS(m/e): 442 (M+H). 

Example 342 

2- (5-bromo-pvridin-2-vlV5-^ 
enantiomer A and enantiomer B 

Racemic 2-(5-bromo-pyridin-2-yl)-5-(4-medianesulphonyl-phenoxy)-6-pyrrolidin-2-yl-lH- 
benzimidazole 100 mg obtained in Example 306 was optically-resolved on optical resolution 
column (CHIRALPAK AD 2cm phi x 25 cm L (Diacel Chemical Industries, Ltd.), moving phase: 
hexane/isopropanol/diethylamine 20/80/0.1, flow rate 10 ml/min), and enantiomer A (retention 
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time = 24 min), enantiomer B (retention time = 27 min) were respectively obtained as oily 
substance. 

Example 343 

1 -(2-(2-[5-bromo-pyridin-2-y 
pyirolidin- 1 -y i)-ethanone enantiomer A 

Acetic anhydride 0.020 ml was added to solution of 2-(5-bromo- 
pyridin-2-yl)-5-(4-methanesulphonyl-pte enantiomer 
A (obtained in Example 342) 43mg in pyridine 1 ml, and the reaction liquor was stirred at room 
temperature for ten minutes. Saturated aqueous sodium bicarbonate was added to the reaction 
liquor, it was extracted with chloroform, and the organic layer was dried with anhydrous 
magnesium sulphate and the solvent was eliminated by distillation under reduced pressure. It was 
purified by preparative thin layer chromatography (KieselgelTM60F254, Art5744 (Merck 
Corporation), chloroform/methanol = 10/1) and the title compound was obtained as a white solid. 
1H-NMR (CDC/13) 6 : 1.60-2.40 (7H, m), 2.80-3.20 (3H, m), 3.50-3.95 (2H, m), 5.05-5.45 (1H, 
m), 6.90-7.80 (5H, m), 7.80-8.00 (2H, m), 8.10-8.30 (1H, m), 8.60-8.80 (1H, m). 
ESI/MS(m/e): 555, 557 (M+H). 

Example 344 

l-(2-(7-f5-bromo-pvri din-2-vlV6-<4-methane^^ 
din-l-vO-ethanone enantiomer B 

Using 2-(5-bromo-pyridin-2-yl)-5-(4-methanesulphonyl-phenoxy)-6- pyrrolidin-2 

-yl-lH-benzimidazole enantiomer B obtained in Example 342, the title compound was obtained 
as a white solid by the same process as in Example 343, a process based on this or a combination 
of these with a normal procedure. 

Example 345 

W2-r6-(4- methanesulphonvl-phenox^ 
n-l-vtt-ethanone 

Using 5-vinyl-pyridine-2-carboxylic acid, the title compound was obtained as yellow solid by the 
same process as in Example 307, a process based on this or a combination of these with a normal 
procedure. 

1H-NMR (CDC13) 6 : 1.20-2.40 (7H, m), 2.90-3.15 (3H, m), 3.50-3.90 (2H, m), 5.00-5.45 (1H, 
m), 5.48 (1H, dd, J = 5.6, 11.2 Hz), 5.94 (1H, dd, J - 5.6, 17.6 Hz), 6.70-6.85 (1H, m), 7.00-7.25 
(2H, m), 7.25-7.80 (2H, m), 7.80-8.00 (3H, m), 8.30-8.40 (1H, m), 8.55-8.70 (1H, m), 
10.50-10.80 (1H, m). 
ESI-MS(m/e): 503 (M+H). 
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Example 346 

l-(2-(6-(6^1-hvdroxv-l-metM 
vrrolidin-l-vlVethanone 

Methyllithium (1.0M diethyl ether solution) 0.1 ml was added to solution of 
l-(2-(6^6-acetyl-pyridin-3-yloxy)-2-pyridm^ 

ne (obtained in Example 341) 15.0 mg in tetrahydrofuran 1.5 ml solution at-78°C, and the 
reaction liquor was stirred at -78°C for 30 minutes. The reaction liquor was discharged into 
saturated ammonium chloride aqueous solution, extracted with chloroform and the extract was 
dried with anhydrous magnesium sulphate. The solvent was eliminated by distillation under 
reduced pressure and the obtained residue was purified using silica gel column chromatography 
(eluent: chloroform-methanol = 7.5/1) and the title compound was obtained as yellow solid 
1H-NMR (CDC13) 6 : 1.46-1.63 (6H, m), 1.63-2.47 (7H, m), 2.87-2.99 and 3.34-3.91 (total 3H, 
each m), 5.18-5.51 (1H, m), 6.72-7.91 (6H, m), 8.17-8.68 (3H, m), 10.54-10.94 (1H, br). 
ESI-MS(m/e): 458 (M+H). 

Example 347 

(5-(6-n-aceM-pmolidin-2-vlV2-pvridi 
carbamic acid ethyl ester 

Ethyl chlorofonnate 0.003ml was added to solution of 
H2-(6-(6-amino-pyridin-3-yloxy)-2-pyridin-2-yl-3H-benzimidazol-5-yl)-pyr^ 
ethanone (obtained in Example 340 (Step 1) 14.4 mg in pyridine 1 ml, and the reaction liquor was 
stirred at room temperature for 30 minutes. The reaction liquor was concentrated down by 
distillation under reduced pressure, and the obtained residue was dissolved in trifluoroacetic acid 
1 ml, and the reaction liquor was stirred at room temperature for one hour. The reaction liquor 
was concentrated down by distillation under reduced pressure and the obtained residue was 
purified using reverse phase medium pressure liquid chromatography (ODS-AS-360-CC (YMC 
Co) mobile phase : water-acetonitrile-0.1% trifluoroacetic acid) and silica gel column 
chromatography (eluent chloroform-methanol = 9/1) and the title compound was obtained as a 
yellow oily substance. 

1H-NMR (CDC13) 6 : 1.14-1.51 (3H, m), 1.52-2.46 (7H, m), 2.78-2.93 and 3.51-3.88 (total 3H, 
each m), 4.16-4.26 (2H, m), 5.27-5.63 (1H, m), 6.80-8.69 (10H, m). 
ESI-MS(m/e): 487 (M+H). 

Example 348 

l-(2-(6-(6-(5-methvl-fl.2 .41oxadia^^ 
vD-pviTolidin- 1 -vD-ethanone 

Using 5-bromo-2-cyano-pyridine, the title compound was obtained as a white solid by the same 
process as in Example 153, a process based on this or a combination of these with a normal 
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procedure. 

1H-NMR(CDCI3) 8 : 1.49-2.42 (7H, m), 2.54-2.71 (3H, m), 3.50-3.88 (2H, m), 5.04-5.48 (1H, 
m), 7.00-8.67 (10H, m). 
ESI-MS(m/e): 482 (M+H). 

Example 349 

3-a-f6-f4-methanesulphonvl-phenoxvV2-pvridin-2-vl-3H-ben2imidazol-5-vlV 
oxo-propionitrile 

Using cyanoacetic acid, the title compound was obtained as a white solid by the same process as 
in Example 296, a process based on this or a combination of these with a normal procedure. 
1H-NMR(CDC13) 6 : 1.80-2.05 (4H, m), 3.05-3.25 (4H, m), 3.47-3.93 (3H, m), 5.19-5.41 (1H, 
m), 7.00-7.59 (5H, m), 7.82-7.99 (3H, m), 8.35-8.41 (1H, m), 8.62-8.68 (1H, m). 
ESI-MS(m/e): 502 (M+H). 

Example 350 

Cvclopropvl-(2-(6-f4-methanesulphonvl^ 
diq-l-vlVmethanQne 

Using cyclopropanecarboxylic acid, the title compound was obtained as a white solid by the same 
process as in Example 296, a process based on this or a combination of these with a normal 
procedure. 

1H-NMR (CDC13) 8 : 0.92-1108 (4H, m), 1.60-1.66 (2H, m), 1.85-1.99 (2H, m), 2.20-2.38 (1H, 
m), 3.05-3.08 (3H, m), 3.63-4.00 (2H, m), 5.33-5.41 (1H, m), 7.12-7.44 (5H, m), 7.86-7.92 (3H, 
m), 8.40-8.44 (1H, m), 8.60-8.68 (1H, m). 
ESI-MS(m/e): 503 (M+H). 

Example 351 

33.3-triflu oro-l-(2-(6-(4-methanesuIph 
rolidin-l-vD-propan-l-one 

Using 3,3,3-trifluoro-propionic acid, the title compound was obtained as a white solid by the 
same process as in Example 296, a process based on this or a combination of these with a normal 
procedure. 

1H-NMR (CDC13) 6 : 1.85-2.40 (4H, m), 2.90-3.27 (5H, m), 3.65-3.90 (2H, m), 5.15-5.43 (1H, 
m), 6.97-7.63 (5H, m), 7.84-7.96 (3H, m), 8.38-8.43 (1H, m), 8.60-8.68 (1H, m). 
ESI-MS(m/e): 545 (M+H). 

Example 352 

(2-(6-r4-me thanesulphonvl-phenoxvy2-^ 
ahvdrofuran-2-viVmethanone 
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Using tetrahydrofuran-2-carboxylic acid, the title compound was obtained as a white solid by the 
same process as in Example 296, a process based on this or a combination of these with a normal 
procedure. 

1H-NMR(CDC13) 5 : 1.85-2.33 (7H, m), 3.05-3.10 (3H, m), 3.63-4.08 (5H, m), 4.15^.62 (1H, 
m), 5.33-5.62 (1H, m), 7.11-7.55 (5H, m), 7.84-7.95 (3H, m), 8.37-8.42 (1H, m), 8.60-8.67 (1H, 
m). 

ESI-MS(m/e): 533 (M+H). 
Example 353 

N-(2-(2-(6-(4-methanesubho 
V2-oxo-ethvlVacetamide 

Using acetylaminoacetic acid, the title compound was obtained as a white solid by the same 
process as in Example 296, a process based on this or a combination of these with a normal 
procedure. 

1H-NMR (CDC13) 8 : 1.90-2.05 (8H, m), 3.07-3.09 (3H, m), 3.47-4.01 (3H, m), 5.16-5.40 (1H, 
m), 6.52-6.70 (1H, m), 7.04-7.20 (2H, m), 7.33-7.57 (2H, m), 7.84-7.98 (3H, m), 8.35-8.38 (1H, 
m), 8.61-8.67 (lH,m). 
ESI-MS(m/e): 534 (M+H). 

Example 354 (diastereomer A), 355 (diastereomer B) 
l-(l-(6-(4-methanesulphonvl-phenoxvV2-pv^ 
hanol diastereomer A and diastereomer B 

Using 5-fluoro-4-(4-methanesulphonyl-phenoxy)-2-nitro-phenylamine obtained in Example 14 
and l-pyrrolidin-2-yl-ethanoi, the title compound was obtained as diastereomer mixture of pale 
yellow solid by the same process as in Example 15, a process based on this or a combination of 
these with a normal procedure. The obtained diastereomer mixture was purified further by 
preparative thin layer chromatography (KieselgelTM60F254, Art5744 (Merck Corporation), 
chloroform/methanol = 10/1), diastereomer A and B were respectively obtained as pale yellow 
solid. 

l-q-(6-f4- methanesulphonvl-phenox^ 
hanol diastereomer A . 

1H-NMR(CD30D) 6 : 1.09 (3H, d, J « 6.7 Hz), 1.66-1.78 (1H, m), 1.80-1.99 (3H, m), 3.06-3.18 
(1H, m), 3.12 (3H, s), 3.61-3.69 (1H, m), 3.78-3.83 (1H, m), 3.90-3.99 (1H, m), 6.97-7.81 (5H, 
m), 7.89-8.00 (3H, m), 8.26 (1H, d, J = 8.2 Hz), 8.74 (1H, d, J = 4.7 Hz). 
ESl-MS(m/e): 479 (M+H). 

1 -(1 -f 6-f4-methanesulphonvl-phenoxvV2-pvridin-2-vl-3H-ben2dmidazol-5-vlVpmolidm-2-vl)-et 
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banol diastereomer B . 

1H-NMR(CD30D) 6 : 0.76 (3H, d, J = 6.3 Hz), 1.70-1.82 (3H, m), 1.92-2.00 (1H, m), 3.06-3.13 
(1H, m), 3.10 (3H, s), 3.61-3.69 (1H, m), 3.83-3.90 (1H, m), 3.95-4.03 (1H, m), 7.04 (2H, d, J = 
8.9 Hz), 7.37-7.44 (2H, m), 7.4.6-7.49 (1H, m), 7.89 (2H, d, J = 8.9 Hz), 7.93-7.99 (1H, m), 8.27 
(1H, d, J = 7.8). 8.74 (1H, d, J - 4.7 Hz) 
ESl-MS(m/e) : 479 [M+H] 

Example 356 

S^-n-fluoro-ethvlVpynolidin-l^ 
midazole 

To solution of l-(l-(6-(4-methanesulphonyl-phenoxy)-2-pyridin-2-yl-3H-benzimidazol -5-yl) 
-pyrrolidin-2-yl)-ethanol diastereomer A 21mg obtained in Example 354 in chloroform 1 ml was 
added diethylamino sulphur trifluoride 0.007 ml at -78°C, and the reaction liquor was stirred at 
78°C for one hour. The reaction liquor was warmed to room temperature and thereafter, saturated 
aqueous sodium bicarbonate was added to the reaction liquor and thereafter, it was extracted with 
ethyl acetate and was dried with anhydrous magnesium sulphate. The solvent was eliminated by 
distillation under reduced pressure, and the residue was purified by preparative thin layer 
chromatography (KieselgelTM60F254, Art5744 (Merck Corporation), chloroform/methanol = 
10/1) and the title compound was obtained as pale yellow solid; 

1H-NMR(CD30D) 8 : 1.18 and 1.24 (total 3H, each d, J « 6.3, 6.7 Hz), 1.53-1.78 (1H, m), 
1.83-2.00 (3H, m), 3.11 (3H, s), 3.11-3.20 (1H, m), 3.52-3.61 (1H, m), 3.89-4.01 (1H, m), 
4.63-4.87 (1H, m), 7.04 (2H, d, J = 9.0 Hz), 7.21-7.53 (3H, m), 7.89 (2H, d, J - 9.0 Hz), 
7.96-8.02 (1H, m), 8.27 (1H, d, J = 7.8 Hz), 8.74 (1H, d, J= 4.7 Hz). 
ESI-MS(m/e):481(M+H). 

Example 357 

5-(2-(l-fluQro-ethyl)-pyrroHdin-l-Yl)-6-(4-methanesulphonYl-phenoxY)-2-pyrid^ 
midazole 

Using l-(l-(6-(4-methanesulphonyl-phenoxy)-2-pyridin-2-yl-3H- benzimidazol-5-yl)- 
pyrrolidin-2-yl)-ethanol diastereomer B obtained in Example 355, the title compound was 
obtained as a pale yellow solid by the same process as in Example 356, a process based on this or 
a combination of these with a normal procedure. 

1H-NMR(CD30D) 5 : 0.99 and 1.09 (total 3H, each d, J = 6.5, 6.2 Hz), 1.59-1.83 (3H, m), 

1.93- 2.03 (1H, m), 3.00-3.10 (1H, m), 3.09 (3H, s), 3.54-3.67 (1H, m), 4.10-4.19 (1H, m), 
4.37-4.54 (1H, m), 7.04 (2H, d, J = 8.9 Hz), 7.36-7.48 (3H, m), 7.86 (2H, d, J = 8.9 Hz), 

7.94- 7.98 (1H, m), 8.25 (1H, d, J - 7.8 Hz), 8.72 (1H, d, J = 4.7 Hz). 
ESI-MS(m/e):481(M+H). 
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Example 358 

l-(U6-(4-methanesulphonvl^ 
hanone 

Oxalyl chloride 0.080 ml and dimethylsulfoxide 0.087 ml were added successively at -78°C to 
methylene chloride 3 ml, and the reaction liquor was stirred at 78°C for ten minutes, and 
thereafter, solution of diastereomer mixture of l*(l-(6-(4-methanesulphonyl- 
phenoxy)-2-pyridin-2-yl-3H-benzimidazol-5-yl)-pyrrolidin-2-yl)-ethanol (obtained in Example 
354 and 355) 146 mg in methylene chloride 2 ml was added at -78°C. The reaction liquor was 
stirred at -78°C for 30 minutes, and thereafter, triethylamine 0.42 ml was added, and the reaction 
liquor was stirred at -78°C for a further ten minutes, and thereafter, it was warmed to room 
temperature. Saturated ammonium chloride aqueous solution was added to the reaction liquor, 
and the mixture was extracted with ethyl acetate and was dried with anhydrous magnesium 
sulphate. The solvent was eliminated by distillation under reduced pressure, and the residue was 
purified by preparative thin layer chromatography (KieselgelTM60F254, Art5744 (Merck 
Corporation), chloroform/methanol = 10/1) and the title compound was obtained as pale yellow 
solid. 

1H-NMR(CD30D) 6 : 1.78-2.07 (3H, m), 1.94 (3H, s), 2.20-2.29 (1H, m), 3.06 (3H, s), 
3.37-3.45 (1H, m), 3.64-3.77 (1H, m), 4.27-4.30 (1H, m), 6.80-7.44 (5H, m), 7.80-7.88 (3H, m), 
8.27-8.40 (1H, m), 8.61-8.62 (1H, m). 
ESI-MS(m/e): 477 (M+H). 

Example 359 (enantiomer A), 360 (enantiomer B) 

l-(l-(6-(4-methanesulphonvl-phenoxv-^^ 
anone enantiomer A and enantiomer B 
Racemic 

l-(l-(6-(4-methanesulphonyl-phenoxy)-2-p 

hanone (obtained in Example 358) 27 mg was optically resolved on optical resolution column 
(CHIRALPAK AD-H 2cm phi x 25 cm L (Diacel Chemical Industries, Ltd.), moving phase: 
ethanol, flow rate 10 ml/min), and enantiomer A (retention time = 20.8 min), enantiomer B 
(retention time = 46.9 min) were respectively obtained as pale yellow solids. 

l-(l-f6-f4-methanesulphonvl-phenoxvV2-pwidin-2-vl-3H-benzimidazol-5-vn-pvrrolidin-2-vn-et 
hanone enantiomer A. 
ESI-MS(m/e): 477 (M+H). 

l-n-f6-(4-methanesulphonyl-phenoxvV2-p^ 
hanone enantiomer B. 
ESI-MS(m/e): 477 (M+H). 
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Example 361 

1- (l-(6-(6-methanesulphonyl-pvridin-3^ 
pvrrolidin-2-vlVethanone 

Using the 5-fluoro^-(6-methanesulphonyl-pyridin-3-yloxy>2-nitro-phenylamine obtained from 
Example 196 (Step 3) and l-methyl-l-(2-pyrrolidinyl) ethanol, the title compound was obtained 
as pale yellow solid by the same process as in Example 354, 355 and 358, a process based on this 
or a combination of these with a normal procedure. 

1H-NMR(CD30D) 6 : 1.80-2.10 (3H, m), 2.08 (3H, s), 2.28-2.39 (1H, m), 3.24 (3H, s), 
3.40-3.47 (1H, m), 3.66-3.73 (1H, m), 4.46 (1H, t, J - 7.4 Hz), 7.17 (1H, s), 7.40 (1H, s), 7.48 
(1H, dd, J » 2.7, 8.8 Hz), 7.54 (1H, dd, J = 4.9, 7.6 Hz), 8.02 (1H, dt, J - 0.8, 7.8 Hz), 8.07 (1H, 
dd, J = 0.6, 8.8 Hz), 8.24 (1H, d, J = 7.8 Hz), 8.46 (1H, dd, J = 0.6, 2.7 Hz), 7.78 (1H, dt, J = 0.8, 
4.9 Hz). 

ESI-MS(m/e): 478 (M+H) 

Example 362 (enantiomer A), 363 (enantiomer B) 

HH6-(6-methanesulphopyl-pvridin-3-vlox^ 

2- vD-ethanone enantiomer A and enantiomer B 

Racemic l-(l-(6-(6-methanesulphonyl-pyridin-3-yloxy)-2-pyridin-2-yl- 3H-benzimidazol 
-5-yl)-pynolidin-2-yl)-ethanone obtained in Example 361 34 mg was optically resolved on 
optical resolution column (CH1RALPAK AD-H 2cm phi x 25 cm L (Diacel Chemical Industries, 
Ltd.), moving phase: ethanol, flow rate 10 ml/min), and enantiomer A (retention time = 28.8 min), 
enantiomer B (retention time = 48.2 min) were respectively obtained as pale yellow solids. 

1- n-(6-f6-methanesulphonvl-pyridm-3-^ 

2- vn-ethanone enantiomer A. 
ESI-MS(m/e): 478 (M+H). 

1- n-(6-(6-methanesulphonvl-p^ 

2- vlVethanone enantiomer B 
ESl-MS(m/e): 478 (M+H). 

Example 364 

(2S)-l-(6-(4-methanesulphonvl-phenoxvV2^ 
rboxamide 

Using L-prolinamide hydrochloride and 5-fluoro-4-(4-methanesulphonyl-phenoxy)-2- 
nitro-phenylamine obtained in Example 14, the title compound was obtained as a pale yellow 
solid by the same process as in Example 15, a process based on this or a combination of these 
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with a normal procedure. 

1H-NMR (CDC13) 6 : 1.91-2.03 (3H, m), 2.26-2.50 (1H, m), 3.02 and 3.06 (total 3H, each s), 
3.18-3.28 (1H, m), 3.63-3.91 (1H, m), 4.19-4.23 (1H, m), 6.04-6.13 (1H, m), 6.86-7.28 (4H, m), 
7.37-7.41 (1H, m), 7.48-7.54 (1H, m), 7.80-7.92 (3H, m), 8.34-8.38 (1H, m), 8.48-8.63 (1H, m). 
ESI-MS(m/e): 478 (M+H). 

Example 365 

(2RVl-(6-(4-methanesulphonvl-phenoxvV^^ 
rboxamide 

Using D-prolinamide and 5-fluoro-4-(4-methanesulphonyl-phenoxy)-2-nitro-phenylamine 
obtained in Example 14, the title compound was obtained as a pale yellow solid by the same 
process as in Example 15, a process based on this or a combination of these with a normal 
procedure. 

1H-NMR (CDC13) 6 : 1.91-2.03 (3H, m), 2.26-2.50 (1H, m), 3.02 and 3.06 (total 3H, each s), 
3.18-3.28 (1H, m), 3.63-3.91 (1H, m), 4.19-4.23 (1H, m), 6.04-6.13 (1H, m), 6.86-7.28 (4H, m), 
7.37-7.41 (1H, m), 7.48-7.54 (1H, m), 7.80-7.92 (3H, m), 8.34-8.38 (1H, m), 8.48-8.63 (1H, m). 
ESI-MS(m/e): 478 (M+H). 

Example 366 

6-(f 3RV 3-fluoro-pvrroli din- 1 -vn-5-(4-methanesulfonvl-phenoxvV2-pvridin-2-vl- 1 H-benzimidaz 
ole 

Using (R)-3-fluoro pyrrolidine and 5-fluoro-4-(4-methanesulphonyl-phenoxy) 
-2-nitro-phenylamine obtained in Example 14, the title compound was obtained as a yellow oily 
substance by the same process as in Example 15, a process based on this or a combination of 
these with a normal procedure. 

1H-NMR(CD30D) 6 : 1.95-2.40 (2H, m), 3.10 (3H, s), 3.25-3.73 (4H, m), 5.14-5.40 (1H, m), 
7.06 (2H, d, J = 8.9 Hz), 7.07-7.20 (1H, m), 7.32-7.40 (1H, m), 7.42-7.48 (1H, m), 7.89 (2H, d, J 
= 8.9 Hz), 7.93-7.99 (1H, m), 8.23 (1H, d, J = 8.2 Hz), 8.71 (1H, d, J = 5.1 Hz) 
ESI-MS(m/e): 453 (M+H). 

Example 367 

l-f6-f4-methanesulphonvl-phenoxv--2-pvridin-2-vl-3H-benzimidazol-5-vlVpvrrolidine-3- 
amide 

Using pyrrolidine-3-carboxamide and 5-fluoro-4-(4-methanesulphonyl-phenoxy) 
-2-nitro-phenylamine obtained in Example 14, the title compound was obtained by the same 
process as in Example 15, a process based on this or a combination of these with a normal 
procedure. 

1H-NMR (CDC13) 6 : 2.03-2.30 (2H, m), 2.89-2.99 (1H, m), 3.06 (3H, s), 3.24-3.60 (4H, m), 
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5.70-5.86 (2H, m), 7.00-7.48 (5H, m), 7.80-7.90 (3H, m), 8.34-8.40 (1H, m), 8.57-8.64 (1H, m). 
ESI-MS(m/e): 478 (M+H). 

Example 368 

(2RH-(6-(4-methanesulpho^ 
rboxvlic acid methoxv-methvl-amide 

Using (R)-N-methoxy-N-methylprolinamide and 5-fluoro-4-(4-methanesulphonyl-phenoxy) 
-2-nitro-phenylamine obtained in Example 14, the title compound was obtained by the same 
process as in Example 15, a process based on this or a combination of these with a normal 
procedure. 

1H-NMR(CD30D) 6 : 1.83-2.05 (3H, m), 2.25-2.40 (1H, m), 3.09 (3H, brs), 3.13 (3H, s), 
3.40-3.47 (1H, m), 3.68-3.78 (1H, m), 3.84 (3H, brs), 4.90-5.09 (1H, m), 7.06-7.30 (4H, m), 
7.42-7.50 (1H, m), 7.87-8.00 (3H, m), 8.19-8.28 (1H, m), 8.70-8.76 (1H, m). 
ESI-MS(m/e): 522 (M+H). 

Example 369 

(2RVl-q-(6-(6-ethanesulfonvl-p^ 
p-2-vlVethanone 

Using the 4-(6-ethanesulfonyl-pyridin-3-yloxy)-5-fluoro-2-nitro-phenylarnine obtained from 
Example 221 (Step 2) and l-(R)-pyrrolidin-2-yl-ethanoI, the title compound was obtained as pale 
yellow solid by the same process as in Example 354, 55 and Example 358, a process based on 
this or a combination of these with a normal procedure. 

1H-NMR(CD30D) 6 : 1.24 (3H, t, J = 7.4 Hz), 1.78-2.03 (3H, m), 2.03 (3H, s), 2.22-2.35 (1H, 
m), 3.30-3.43 (1H, m), 3.39 (2H, q, J = 7.4 Hz), 3.64-3.75 (1H, m), 4.35-4.42 (1H, m), 7.03-7.48 
(4H, m), 7.90-7.99 (1H, m), 8.03 (1H, d, J = 8.6 Hz), 8.17-8.28 (1H, m), 8.43-8.46 (1H, m), 
8.70-8.75 (1H, m). 
ESI-MS(m/e): 492 (M+H). 

Example 370 

(2RV 1 -( I -f6-r 6-ethane sulfonvl-pvridin-3-vloxvV2-pvrazin-2-vl-3H-benzimidazol-5-vn 

-pvrrolidin -2-vD-ethanohe 

Using the 4-(6-ethane sulfonyl-pyridin-3-yloxy)-5-fluoro-2-nitro-phenylamine obtained from 
Example 225 (Step 2) and l-(R)-pyrrolidin-2-yl-ethanol, the title compound was obtained as pale 
yellow solid by the same process as in Example 205 and Example 358, a process based on this or 
a sequential combination of these with a normal procedure 

1H-NMR(CD30D) 6 : 1.24 (3H, t, J = 7.4 Hz), 1.80-2.03 (3H, m), 2.04 (3H, s), 2.24-2.34 (1H, 
m), 3.30-3.45 (1H, m), 3.39 (2H, q, J = 7.4 Hz), 3.63-3.74 (1H, m), 4.37-4.44 (1H, m), 7.07 (1H, 
brs), 7.22-7.50 (2H, m), 8.03-8.05 (1H, m), 8.42-8.46 (1H, m), 8.63-8.66 (1H, m), 8.73 (1H, d, J 
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= 1.6 Hz), 9.37-9.43 (lH,m). 
ESI-MS(m/e): 493 (M+H). 

Example 371 

(2Rn-a-(6-(4-ethanes\Uphonvl^ 
Vethanone 

Using the 4-(4-ethane sulfonyl-phenoxy)-5-fluoro-2-nitro-phenylamine obtained from Example 
259 (Step 1) and l-(R)-pyrrolidin-2-yl-ethanol, the title compound was obtained as a pale yellow 
solid by the same process as in Example 369, a process based on this or a combination of these 
with a normal procedure. 

1H-NMR(CD30D) 6 : 1.25 (3H, t, J = 7.4 Hz), 1.81-2.03 (3H, m), 2.02 (3H, s), 2.24-2.33 (1H, 
m), 3.22 (2H, q, J = 7.4 Hz), 3.38-3.46 (1H, m), 3.72-3.79 (1H, m), 4.40 (1H, t, J = 7.5 Hz), 
7.10-7.12 (3H, m), 7.29 (1H, s), 7.45-7.48 (1H, m), 7.87-7.90 (2H, m), 7.90-7.98 (1H, m), 8.24 
(1H, d, J - 7.6 Hz), 8.72 (1H, d, J = 4.9 Hz). 
ESI-MS(m/e): 491 (M+H). 

Example 372 

(2RVl-(l-(6-(4-ethane 

sulfonvl-phenoxvV2-pvrazin-2-vl-3H-benzimidazol-5-vlVpvrrolidin-2-vn-ethanone 
Using the 4-(4-ethane sulfonyl-phenoxy)-5-fluoro«2-nitro-phenylamine obtained from Example 
259 (Step 1) and l-(R)-pyrrolidin-2-yl-ethanol, the title compound was obtained as a pale yellow 
solid by the same process as in Example 369, a process based on this or a combination of these 
with a normal procedure. 

1H-NMR(CD30D) 8 : 1.25 (3H, t, J = 7.4 Hz), 1.82-2.04 (3H, m), 2.04 (3H, s), 2.24-2.34 (1H, 
m), 3.22 (2H, q, J = 7.4 Hz), 3.34-3.50 (1H, m), 3.70-3.79 (1H, m), 4.38-4.48 (1H, m), 7.00-7.38 
(4H, m), 7.59 (2H, d, J = 9.0 Hz), 8.66 (1H, brs), 8.75 (1H, dd, J - 1.6, 2.5 Hz), 9.38-9.48 (1H, 
m). 

ESI-MS(m/e): 492 (M+H). 

Example 373 

(2RVl-q-(6-f6-ethane 
sulfonvl-pvridin-3-vloxvV2-pvri^ 

Using 5-fluoro-4-(6-ethane sulfonyl-pyridin-3-yloxy)-2-nitro-phenylamine obtained in Example 
221 (Step 2) and l-(R)-pyrrolidine-2.-yl-propanol, the title compound was obtained as a pale 
yellow solid by the same process as in Example 369, a process based on this or a combination of 
these with a normal procedure. 

1H-NMR(CD30D) 6 : 0.93 (3H, t, J = 7.2 Hz), 1.25-1.27 (3H, m), 1.75-2.00 (3H, m), 2.23-2.53 
(3H, m), 3.33-3.44 (3H, m), 3.71 (2H, q, J = 7.3 Hz), 4.43 (1H, t, J = 7.6 Hz) 7.14 (1H, s), 7.38 
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(1H, s), 7.45-7.50 (2H, m), 7.93-8.00 (1H, m), 8.06 (1H, d, J = 8.8 Hz), 8.25 (1H, d, J = 8.0 Hz), 
8.45 (1H, d, J = 2.9 Hz), 8.73 (1H, d, J « 4.9 Hz). 
ESI-MS(m/e): 506 (M+H). 

Example 374 

(2RV2-fl-(6-(6-ethane sulfonyl- pyridin-3-yloxy)-2-pyridin-2-yl>3H-benzimidazol>5>yl)- 

pvrrolidin-2-v0-propane-2-ol 

Using 5-fluoro-4-(6-ethane sulfonyl-pyridin-3-yloxy)-2-nitro-phenylamine obtained in Example 
221 (Step 2) and (R)-l -methyl- l-(2-pyrrolidinyl) ethanol, the title compound was obtained by the 
same process as in Example 369, a process based on this or a combination of these with a normal 
procedure. 

1H-NMR(CD30D) 6 : 0.85 and 0.87 (total 6H, each s), 1.22 (3H, t, J - 7.3 Hz), 1.59-1.84 (3H, 
m), 1.93-2.05 (1H, m), 3.08-3.17 (1H, m), 3.31-3.40 (2H, m), 3.53-3.61 (1H, m), 4.00-4.03 (1H, 
m), 7.43-7.64 (4H, m), 7.91-7.98 (1H, m), 8.02 (1H, d, J - 8.8 Hz), 8.25 (1H, d, J - 7.8 Hz), 8.45 
(1H, d, J = 2.7 Hz), 8.71-8.73 (1H, m). 
ESI-MS(m/e): 508 (M+H). 

Example 375 

(2R. 4RV4'hvdroxv-l-f6-f4-methanesulphonvl-phenoxvV2-pvridin-2"Vl-3H-benzimidazol 
-5-vlVpvnolidine-2-carboxamide 

Using cis-4-hydroxy-D-prolinamide, the title compound was obtained as a pale yellow solid by 
the same process as in Example 15, a process based on this or a combination of these with a 
normal procedure. 

1H-NMR(CD30D) 6 : 1.94-2.00 (1H, m), 2.50-2.59 (1H, m), 3.11 (3H, s), 3.38-3.44 (1H, m), 
3.73-3.77 (1H, m), 4.23-4.28 (1H, m), 4.36-4.42 (1H, m), 7.12 (2H, d, J - 9.0 Hz), 7.24 (1H, s), 
7.33 (1H, s), 7.44-7.47 (1H, m), 7.89-7.97 (3H, m), 8.21-8.24 (1H, m), 8.70-8.72 (1H, m). 
ESI-MS(m/e):494 (M+H). 

Example 376 

(2R. 4SM-fluoro-l-(6-(4-me&anesulphonvl-phenoxv)-2-pyridin-2'-yl-3H-benzimidazol-5 

-vl)-pvrrolidine-2-carboxamide 

Using (2R, 4R)-4-hydroxy-l-(6-(4-methanesulphonyl-phenoxy)-2-pyridin-2-yl-3H- 

benzimidazol -5-yl)-pyrrolidine-2-carboxamide obtained in Example 375, the title compound was 
obtained as a pale yellow solid by the same process as in Example 356, a process based on this or 
a combination of these with a normal procedure. 

1H-NMR(CD30D) 6 : 2.01-2.21 (1H, m), 2.54-2.67 (1H, m), 3.13 (3H, s), 3.48 (1H, dd, J = 12.8, 
27.2 Hz), 4.09 (1H, ddd, 3.6, 12.8, 39.7 Hz = J), 4.48 (1H, dd, J = 6.4, 10.0 Hz), 5.20-5.34 (1H, 
m), 7.15 (2H, d, J - 8.8 Hz), 7.25 (1H, brs), 7.41 (1H, brs), 7.46-7.49 (1H, m), 7.92-7.99 (3H, m), 
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8.26 (1H, d, J = 8.0 Hz), 8.73 (1H, d, J = 4.7 Hz). 
Example 377 

£2R, 4S)-4>hvdroxv4^6-f4-methanesulpboDvl>phenoxvV2-Dvridin>2-vl>3H-benzimidazoI 

-5 -yl Vpyrrolidine-2-carboxamide 

Using trans-4-hydroxy-D-prolinaraide, the tide compound was obtained as a pale yellow solid by 
the same process as in Example 15, a process based on this or a combination of these with a 
normal procedure. 

1H-NMR(CD30D) 6 : 2.00-2.07 (1H, m), 2.33-2.39 (1H, m), 3.13 (3H, s), 3.25 (1H, d, J = 10.8 
Hz), 4.00 (1H, dd, J = 4.1, 10.8 Hz), 4.44-4.50 (2H, m), 7.14 (2H, d, J = 9.0 Hz), 7.23 (lH, brs), 
7.37 (1H, brs), 7.46-7.49 (1H, m), 7.92-7.99 (3H, m), 8.25 (1H, d, J = 8.0 Hz), 8.73 (1H, d, J = 
4.7 Hz). 

ESI-MS(m/e): 494 (M+H). 
Example 378 

idCfilL 4RV 1 -(6-(6-ethane sulfonvl-pvridin-3-vloxvV2-pvridin-2-vl-3H-benzimidazol-5-vn 

-4-hvdroxv- pvrrolidin-2-vlVethanone 
Step 1 

Synthesis of (2R. 4RVl-(6-(6-ethane sulfonvl-pvridm-3-vloxvV2-pvridin-2-vl-3H 

-benzimidazol-5-vn-4-hvdroxv-Dvrrolidine-2-carboxvli cacid methoxv-methvl-amide 

Using (2R, 4R)-4-hydroxy-pyrrohdine-2-carboxylic acid methoxy-methyl amide obtained in 

Reference Example 5, the title compound was obtained as a pale yellow solid by the same 

process as in Example 369, a process based on this or a combination of these with a normal 

procedure. 

Step 2 

Production of W(2R.4RVl-(6^6-ethane sulfonvl-pvridin-3-vloxvV2-Dvridin-2-vl 
-3H-benzimidazol-5-vn-4-hvdroxv-pvrrolidin-2-vn-ethanone 

Methyllithium (1.0M diethyl ether solution) 0.360 ml was added to a solution of 20 mg of the (2R, 
4R)- 1 -(6-(6-ethane sulfonyl-pyridin-3-yloxy)-2-pyridin-2-yl- 
3H-benzimidazol-5-yl)-4-hydroxy-pyrrolidine-2-carboxy lie acid methoxy-methyl-amide obtained 
in step 1 in tetrahydrofuran 1 ml, at -78°C. The reaction liquor was stirred at -78°C for one hour 
and thereafter, it was warmed to 0°C and was stirred for one hour. Saturated ammonium chloride 
aqueous solution was added to the reaction liquor, and the mixture was extracted with ethyl 
acetate and was dried with anhydrous magnesium sulphate. The solvent was eliminated by 
distillation under reduced pressure, and the residue obtained was purified by preparative thin 
layer chromatography (KieselgelTM60F254, Art5744 (Merck Corporation), chloroform/methanol 
= 10/1) and the tide compound as pale yellow solid. 
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1H-NMR(CD30D) 6 : 1.24 (3H, t, J = 7.4 Hz), 1.79-1.88 (1H, m), 2.08 (3H, s), 2.43-2.54 (1H, 
m), 3.33 (2H, q, J = 7.4 Hz), 3.46-3.63 (2H, m), 4.34-4.43 (2H, m), 7.10 (1H, brs), 7.39 (1H, brs), 
7.43-7.50 (2H, m), 7.93-7.97 (1H, m), 8.04 (1H, d, J = 8.8 Hz), 8.23 (1H, d, J = 8.0 Hz), 8.46 (1H, 
d, J = 2.7 Hz), 8.71 (1H, d, J = 4.3 Hz). 
ESl-MS(m/e): 508 (M+H). 

Example 379 

1 -((2R, 4 S)- 1 -(6-(6-ethane sulfonyl-pyridm-3-yloxy)-2-pyridin-2-y i-3H-benzimidazol-5-yl) 
-4-fluoro -pyrrolidin-2-yl)-ethanone. 

Using the M(2R, 4R)-l-(6-(6-ethane sulfonyl-pyridin-3-yloxy)-2-pyridin-2-yl 
-3H-benzimidazol-5-yl)-4-hydroxy-pyrrolidin-2-yl)-ethanone obtained in Example 378, the title 
compound was obtained as pale yellow solid by the same method as in Example 356, a process 
based on this or a combination of these with a normal procedure. 

1H-NMR (CDC13) 6 : 1.31 (3H, t, J = 7.4 Hz), 1.80-2.05 (1H, m), 1.96 and 2.02 (total 3H, each 
s), 2.26-2.60 (1H, m), 3.30-3.43 (2H, m), 3.43-3.66 (1H, m), 3.70-4.04 (1H, m), 4.50-4.64 (1H, 
m), 5.12-5.37 (1H, m), 6.90-7.56 (4H, m), 7.80-7.91 (1H, m), 7.93-8.02 (1H, m), 8.30-8.68 (3H, 
m). 

ESI-MS(m/e): 5 1 0 (M+H). 
Example 380 

M(2R. 4SVl-(6-(6-ethane sulfonvl-Dvridin-3-vloxvV2-pvrazin-2-vl-3H-benzimidazol -5-vlV4- 
fluoro-pvrrolidin-2-vlVethanone 

Using (2R, 4R)-4-hydroxy-pyrrolidine-2-carboxylic acid methoxy-methyl amide obtained in 
Reference Example 5, the title compound was obtained as pale yellow solid by the same process 
as in Example 370 and Example 378 (Step 2) and Example 356, a process based on this or a 
combination of these with a normal procedure. 

1H-NMR(CD30D) 6 : 1.25 (3H, t, J = 7.4 Hz), 1.98-2.20 (1H, m), 2.05 (3H, s), 2.48-2.61 (1H, 
m), 3.41 (2H, q, J - 7.4Hz), 3.56 (1H, dd, J = 11.9, 24.5 Hz), 3.99 (1H, ddd, J - 3.1, 11.9, 39.1 
Hz), 4.65 (1H, dd, J « 6.6, 10.3 Hz), 5.22-5.36 (1H, m), 7.13 (1H, brs), 7.48-7.50 (2H, m), 8.05 
(1H, dd, J = 0.6, 8.8 Hz), 8.52 (1H, d, J = 2.8 Hz), 8.67 (1H, d, J = 2.5 Hz), 8.76 (1H, dd, J = 1.4, 
2.5 Hz), 9.43 (1H, d, J = 1.4 Hz) 
ESI-MS(m/e):511(M+H). 

Example 381 

5-f2-fluoro-phenoxvV2-pvridin-2-vl-6-f4-methanesulphonvl-phenoxvVlH-benzimidazole 
Using 2-fluorophenol and 5-fluoro-4-(4-methanesulphonyl-phenoxy)-2-mtro-phenylamine 
obtained in Example 14, the title compound was obtained as a colourless solid by same process as 
Example (Step 4)-(Step 6), by a process based on this or a combination of these with a normal 
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procedure. 

1H-NMR(CD30D) 6 : 3.10 (3H, s), 6.98-7.05-(lH, m), 7.07-7.21 (5H, m), 7.21-7.66 (3H, m), 
7.88 (2H, d, J - 9-0 Hz), 7.98 (1H, t, J « 7.6 Hz), 8.28 (1H, d, J = 8.2 Hz), 8.74 (1H, s). 
ESl-MS(m/e): 476 (M+H). 

Example 382 

5-f2-fluoro-phenoxvV2-pvrazin-2-vl-6-(4-metfaanesulphonvl-phenoxvVlH-benzimidazole 
Using 5-(4-methanesidphonyl-phenoxy)-4-(2-flupro-phenoxy)-benzene-l,2-diamine obtained in 
Example 381, the title compound was obtained as a brown solid by the same process as in 
Example 205, a process based on this or a combination of these with a normal procedure. 
1H-NMR(CD30D) 6 : 3.11 (3H, s), 7.00-7.08 (1H, m), 7.08-7.70 (5H, m), 7.11 (2H, d, J = 8.8 
Hz), 7.90 (2H, d, J = 8.8 Hz), 8.71 (1H, s), 8.78 (1H, s), 9.47 (1H, s). 
ESI-MS(m/e):477(M+H). 

Example 383 

5-(23-difluoro-phenoxvV2-pvridin-2-v^ 
zole 

Using 2,3-difluoro phenol, the title compound was obtained as pale yellow solid by same process 
as Example 196, (Step 4)-(Step 6), by a process based on this or a combination of these with a 
normal procedure. 

1H-NMR(CD30D) 6 : 3.20 (3H, s), 6.79-6.83 (1H, m), 6.98-7.12 (2H, m), 7.17-7.80 (4H, m), 
7.98-8.05 (2H, m), 8.27-8.35 (1H, m), 8.39 (1H, d, J = 2.7 Hz), 8.64-8.79 (1H, m). 
ESI-MS(m/e): 495 (M+H). 

Example 384 

5-(2.4-difluoro-phenoxvV2-pvridin-2-vl-6-f6-methanesulphonvl-pvridin-3-vloxv)-lH-benzi 
zole 

Using 2,4-difluoro phenol, the title compound was obtained as pale yellow solid by same process 
as Example 196 (Step 4)-(Step 6), by a process based on this or a combination of these with a 
normal procedure. 

1H-NMR(CD30D) 8 : 3.21 (3H, s), 6.91-7.41 (4H, m), 7.47-7.75 (3H, m), 7.98-8.06 (2H, m), 
8.27-8.33 (1H, m), 8.40-8.45 (1H, m), 8.66-8.76 (1H, m). 
ESI-MS(m/e): 495 (M+H). 

Example 385 

5-(2.5-difluoro-phepoxvV2-pvridin- 2-vl-6-(6-m^ 
zole 

Using 2,5-difluoro phenol, the title compound was obtained as pale yellow solid by same process 
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as Example 196 (Step 4)-(Step 6), by a process based on this or a combination of these with a 
normal procedure. 

1H-NMR(CD.30D) 6 : 3.20 (3H, s), 6.85-6.95 (2H, m), 7.24 (1H, td, J = 9.6, 5.1 Hz), 7.53 (1H, 
s), 7.56 (1H, dd, J = 8.6, 2.7 Hz), 7.64 (1H, dd, J - 7.8, 4.7 Hz), 7.81 (1H, s), 8.05 (1H, d, J - 8.6 
Hz), 8.10 (1H, t, J = 7.8 Hz), 8.33 (1H, d, J - 7.8 Hz), 8.43 (1H, d, J = 2.7 Hz), 8.84 (1H, d, J = 
4.7 Hz) 

ESI-MS(m/e): 495 (M+H). 
Example 386 

5-(2»6-difluoro-phenoxvV2-pvridin-2-yl-6-(6-meti 
zole 

Using 2,6-difluoro phenol, the title compound was obtained as pale yellow solid by same process 
as Example 196 (Step 4)-(Step 6), by a process based on this or a combination of these with a 
normal procedure. 

1H-NMR(CD30D) 6 ; 3.22 (3H, s), 7.09-7.17 (2H, m), 7.14 (2H, t, J = 8.2 Hz), 7.26-7.32 (1H, 
m), 7.47-7.52 (1H, m), 7.55 (1H, dd, J - 9.0, 2.3 Hz), 7.98 (1H, t, J - 7.8 Hz), 8.07 (1H, d, J = 9.0 
Hz), 8.27 (1H, d, J = 7.8 Hz), 8.51 (1H, d, J - 2.3 Hz), 8.72-8.74 (1H, m). 
ESI-MS(m/e): 495 (M+H). 

Example 387 

5-(2.5-difluoro-phenoxvV2-pvrazin-2-vl-6-( f 6-methanesulphonvl-pvridin-3-vloxvVlH- 
benzimidazole 

Using 4-(2,5-difluoro-phenoxy)-5-(6-methanesulphonyl-pyridin-3-yloxy)-benzene- 1 ,2 -diamine 
obtained in Example 385, the title compound was obtained as a pale yellow solid by the same 
process as in Example 205, a process based on this or a combination of these with a normal 
procedure.- 

1H-NMR(CD30D) 6 : 3.21 (3H, s), 6.75-6.92 (2H, m), 7.17-7.24 (1H, m), 7.35-7.85 (2H, m), 
7.52 (1H, dd, J - 8.6, 2.7 Hz), 8.04 (1H, d, J = 8.6 Hz), 8.41 (1H, d, J = 2.7 Hz), 8.73 (1H, s), 
8.79 (1H, s), 9.50 (lH, s). 
ESI-MS(m/e): 496 (M+H). 

Example 388 

5-f3.4-difluoro-phenoxvV2-p\i^n-2-yl-6-f6-methanesulphonvl-pvridin-3-vloxvVlH- 
benzimidazole 

Using 3,4-difluoro phenol, the title compound was obtained as pale yellow solid by the same 
process as in Example 383 and Example 387, a process based on this or a combination of these 
with a normal procedure. 

1H-NMR (CD30D) 8 : 3.18 (3H, s), 6.65 (1H, brs), 6.80 (1H, brs), 7.17 (1H, q, J = 9.4 Hz), 7.46 
©Rising Sun Communications Ltd http://www.risingsun.co.uk 



WO05-063738 



247 



Caution : Translation Standard is 
Post-Edited Machine Translation 



(1H, dd, J = 8.6, 2.7 Hz), 7.49-7.80 (2H, m), 8.00 (1H, d, J = 8.6 Hz), 8.33 (1H, d, J = 2.7 Hz), 
8.6.9 (1H, s), 8.76 (1H, s), 9.46 (1H, s). 
ESI-MS(m/e): 496 (M+H). 

Example 389 

5-f3.5-difluoro>phenoxvV2>pvrazin-2-vl-6-f6>metfaanesulphonvl-pvridin>3-v]oxvVlH- 
benzimidazole 

Using 3,5-difiuoro phenol, the title compound was obtained as a pale yellow solid by the same 
process as in Example 388, a process based on this or a combination of these with a normal 
procedure. 

1H-NMR(CD30D) 6 : 3.22 (3H, s), 6.41-6.49 (2H, m), 6.60-6.69 (1H, m), 7.50 (1H, dd, J - 8.6, 
2.7 Hz), 7.54-7.82 (2H, m), 8.04 (1H, d, J = 8.6 Hz), 8.36 (1H, d, J = 2.7 Hz), 8.74 (1H, brs), 8.80 
(lH,brs),9.52(lH,s). 
ESI-MS(m/e): 496 (M+H). 

Example 390 

5-(2-difluoromethoxvpvridin-3-vloxvV6-r6-methanesulphonvl-pvridin-3-vloxvV2-r5- 
methvl-pvrazin-2-vl )- 1 H-benzimidazole 

Using 5-methyl-pyrazine-2-carboxylic acid and 4-(2-difluoromethoxy- 
pyridin-3-yloxy)-5-(6-methanesulphonyl-pyridin-3-yloxy)-benzene-l, 2 -diamine obtained in 
Example 215, the title compound was obtained as a pale yellow solid by the same process as in 
Example 38, a process based on this or a combination of these with a normal procedure. 
1H-NMR(CD30D) 6 : 2.65 (3H, s), 3.18 (3H, s), 7.15 (1H, dd, J = 8.0, 4.9 Hz), 7.32-7.80 (2H, 
m), 7.40 (1H, d, J - 7.4 Hz), 7.45 (1H, dd, J - 8.8, 2.7 Hz), 7.46 (1H, t, J - 72.6 Hz), 7.93 (1H, 
dd, J = 4.9, 1.4 Hz), 8.01 (1H, dd, J = 8.8, 0.6 Hz), 8.35 (1H, dd, J - 2.7, 0.6 Hz), 8.67 (1H, d, J = 
1.0 Hz), 9.32 (1H, d, J - 1.3 Hz) 
ESI-MS(m/e): 541 (M+H). 

Example 391 

5-phenoxv-2-pvrazin-2-vl-6-(6-ethane sulfonvl-pvridin-3-vloxvVlH-benzimidazole 
Step 1 

Synthesis of pyrazine-2-carboxvlic acid (^-fluoro^-fc-methanesulphonvl 

-pvridin-3-vloxvV2-nitro-phenvlVamide 

Pyrazine-2-carboxylic acid 3.18 g, 1-hydroxybenzotriazole 4.1 g and 
l-(3-dimethylaminopropyl)-3-ethyl carbodiimide monohydrochloride 5.8 g were added to a 
solution of the 3-fluoro-4-(6-methanesulphonyl-pyridin-3-yloxy)-phenylamine obtained in 
Example 221 (Step 1) 7.5 g dissolved in dimethylformamide 7 ml, the reaction liquor was stirred 
overnight at room temperature. Water was added to the reaction liquor, and precipitate was 
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recovered by filtration, to give 8.0g crude product Fuming nitric acid 0.44 ml was added to a 
solution of the obtained crude product 3.6g in trifluoroacetic acid 35 ml, and the reaction liquor 
was stirred at room temperature overnight, and thereafter the solvent was eliminated by 
distillation under reduced pressure. Water was added to the residue, and, precipitate was 
recovered by filtration, to give the title compound. 

Step 2 

Production of 5-(2.5-difluoro-phenoxvV2-pvrazin-2-vl-6- (6-methanesulphonvl -pvridin-3-vloxv> 
-1 H-benzimidazoie 

2,5-difluoro-phenol 15 mg and cesium carbonate 28 mg were added to a solution of 
pyrazine-2-carboxylic acid (5-fluoro-4-(6-methanesulphonyl -pyridin-3-yloxy)-2-nitro 
-phehyl)-amide obtained in (Step 1) 26 mg in N-methylpyrrolidinone 0.5 ml, and the reaction 
liquor was stirred at 90°C for 15 minutes, and thereafter, tin (II) chloride dihydrate 100 mg was 
added to the reaction liquor. The reaction liquor was stirred at 90°C for one hour, and thereafter, 
ethyl acetate and saturated aqueous sodium bicarbonate were added. The precipitate was 
eliminated by filtration, and the solvent was eliminated by distillation under reduced pressure, 
and the residue was purified using reverse phase medium pressure liquid chromatography 
[ODS-AS-360-CC (made by YMC) mobile phase: water-acetonitrile-0.1% trifluoroacetic acid]. 
The solvent (sic) of the obtained fraction was diluted with ethyl acetate and was washed using 
saturated aqueous sodium bicarbonate, then dried with anhydrous sodium sulphate. The solvent 
was eliminated by distillation under reduced pressure, and the title compound was obtained as a 
pale yellow solid. 

1H-NMR(CD30D) 6 : 1.23 (3H, t, J = 7.2 Hz), 3.24-3.44 (2H, m), 6.82-6.92 (2H, m), 7.04-7.18 
(1H, m), 7.26-7.38 (3H, m), 7.48-7.56 (2H, m), 8.03 (1H, d, J = 8.4 Hz), 8.38 (1H, s), 8.74 (1H, 
s), 8.81 (lH,s), 9.51 (lH,s). 
ESI-MS(m/e): 474 (M+H). 

Example 392 

5-(naphthalen-l-vl 

oxvV2-pvrazine-2-vl-6-(6-ethanesulfonvl-pv^ 

Using naphthalene- l-ol and pyrazine-2-carboxylic acid (5-fluoro-4-(6- 
ethanesulfonyl-pyridine-3-yloxy)-2-nitro-phenyl)-amide obtained in Example 391, the title 
compound was obtained as a brown solid by the same process as in Example 391 (Step 2), a 
process based on this or a combination of these with a normal procedure. 

1H-NMR(CD30D) 5 : 1.17 (3H, t, J - 7.4 Hz), 3.29 (2H, q, J = 7.4 Hz), 6.81 (1H, d, J - 7.6 Hz), 
7.29-7.40 (3H, m), 7.45-7.49 (1H, m), 7.55 (1H, d, J - 7.6 Hz), 7.56 (1H, s), 7.72 (1H, d, J = 8.6 
Hz), 7.75 (1H, s), 7.83 (1H, d, J - 8.2 Hz), 7.89 (1H, d, J - 8.6 Hz), 8.17 (1H, d, J = 3.0 Hz), 8.70 
(1H, dd, J = 2.3, 1 .2 Hz), 8.77 (1H, d, J - 2.3 Hz), 9.48 (1H, d, J = 1.2 Hz). 
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ESI-MS (m/e): 524 (M+H). 
Example 393 

5-(naphthalen-2-vl oxvV2-pvrazin-2-vl-6-( , 6-ethanesulfonvl-pvridin-3-vloxv)-lH-ben2imida2ole 
Using naphtbalene-2-ol and pyrazine-2-carboxylic acid (5-fluoro-4-(6- 
ethanesulfonyl-pyridin-3-yloxy)-2-nitro-phenyl)-amide obtained in Example 391, the title 
compound was obtained as a brown solid by the same process as in Example 391 (Step 2), a 
process based on this or a combination of these with a normal procedure.. 
1H-NMR(CD30D) 8:1.11 (3H, t, J = 7.6 Hz), 3.24 (2H, q, J = 7.6 Hz), 7.10 (1H, dd, J = 8.8, 2.5 
Hz), 7.16 (1H, brs), 7.35-7.46 (3H, m), 7.50 (1H, d, J = 3.1 Hz), 7.52 (1H, d, J = 2.5 Hz), 7.67 
(1H, d, J = 8.2 Hz), 7.81 (1H, s), 7.83 (1H, s), 7.95 (1H, d, J = 6.3 Hz), 8.34 (1H, d, J - 2.3 Hz), 
8.73 (1H, d, J = 2.7 Hz), 8.80 (1H, dd, J - 2.7, 1.6 Hz), 9.52 (1H, d, J = 1.6 Hz). 
ESI-MS (ra/e): 524 (M+H). 

Example 394 

5-q-difluoromethvl-phe noxvV2-pvridm-2^ 
benzimidazole 

Using 2-difluoromethyl-phenol, the title compound was obtained as a colourless solid by the 
same process as in Example 221 (Step 3), a process based on this or a combination of these with a 
normal procedure. 

1H-NMR(CD30D) 6 : 1.21 (3H, t, J - 8.4 Hz), 3.37 (2H, q, J - 8.4 Hz), 6.72 (1H, t, J = 59.8 Hz), 
6.85-6.90 (1H, m), 7.17 (1H, t, J - 8.6 Hz), 7.39-7.46 (3H, m), 7.51-7.84 (3H, m), 7.98-8.05 (2H, 
m), 8.3 1-8.39 (2H, m), 8.65-8.85 (1H, m). 
ESI-MS (m/e): 523 (M+H). 

Example 395 

5-f2-carbamovl-phenoxvV2-pvridin-2-vl-6-f6-ethanesulfonvl-pvridin-3-vloxvVlH- 
benzimidazole 

Using 5-(2-cyano-phenoxy)-2-pyridin-2-yl-6-(6-ethanesulfonyl-pyridin-3-yIoxy)-lH- 
benzimidazole obtained in Example 196, the title compound was obtained as a colourless solid by 
the same process as in Example 43, a process based on this or a combination of these with a 
normal procedure. 

1H-NMR(CD30D) 5 : 1.25 (3H, t, J = 7.3 Hz), 3.37 (2H, q, J = 7.3 Hz), 6.88 (1H, d, J = 8.2 Hz), 
7.16 (1H, t, J - 7.4 Hz), 7.40-7.46 (2H, m), 7.51-7.54 (1H, m), 7.64 (1H, brs), 7.70 (1H, brs), 
7,87 (1H, d, J = 7.8 Hz), 7.98 (1H, d, J = 8.6 Hz), 8.01 (1H, t, J = 8.6 Hz), 8.30 (1H, d, J = 2.7 
Hz), 8.33 (1H, d, J = 7.8 Hz), 8.76 (1H, brs). 
ESI-MS (m/e): 516 (M+H). 
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Example 396 

5- benzvloxv-2-pvridin-2-vl-6-(6-ethanesulfonvl-^ 

Using 4-benzyIoxy-3-fluoroaniline obtained in Example 250 (Step 1), picolinic acid and 

6- ethanesulfonyl-pyridin-3-ol, the title compound was obtained as a brown solid by the same 
process as in Example 250, a process based on this or a combination of these with a normal 
procedure. 

1H-NMR (CDC13) 6 : 1.26 (3H, t, J = 7.6 Hz), 3.35 (2H, q, J = 7.6 Hz), 5.07 (2H, s), 7-10-7.13 
(2H, m), 7.15 (1H, s), 7.26-7.27 (4H, m), 7.34-7.39 (1H, m), 7.51 (lHxl/2,s), 7.64 (lHxl/2, s), 
7.83-7.86 (1H, m), 7.95-7.96 (1H, m), 8.33-8.35 (1H, m), 8.45-8.46 (1H, m), 8.60-8.63 (1H, m), 
10.43-10.46 (lH, m). 
ESI-MS (m/e): 487 (M+H). 

Example 397 

5-(2-methanesulphonvl-6-fluoro-phenoxvV2-pyridm-2-vl-6-(6-ethanesulfonvl-pvridin-3-vloxvVl 

H-benzimidazole 

Stepl 

Synthesis of 5-hydroxy-2-pyridin-2-yl-6-(6- ethanesulfopyl- pyridin-3-yl07cy)-lH- benzimidaz;ole 
Using 5-benzyloxy-2-pyridin-2-yl-6-(6-ethanesulfonyl-pyridin-3-yloxy)-lH-benzimidazole 
obtained in Example 396, the title compound was obtained as pale green colored solid by the 
same process as in Example 251 (Step 1), a process based on this or a combination of these with a 
normal procedure. 

Step 2 

Production of 5-(2-methanesulphonyl-6-fluoro-phenoxvV2-pvridin-2-vl-6- (6 - ethanesulfonvl- 
pyridin-3-yloxyVlH-benzimidazole 

Using 5-hydroxy-2-pyridin-2-yl-6-(6-ethanesulfonyl-pyridin-3-yloxy)-lH-benzimidazole 
obtained in (Step 1) and l,2-difluoro-3-methanesulphonyl-benzene, the title compound was 
obtained as pale green colored solid by the same process as in Example 251, a process based on 
this or a combination of these with a normal procedure. 

1H-NMR(CD30D) 6 : 1.25 (3H, t, J = 7.4 Hz), 2.97 (3H, s), 3.41 (2H, q, J = 7.4 Hz), 7.1 1 (1H, s), 
7.50-7.57 (2H, m), 7.61-7.70 (2H, m), 7.70 (1H, s), 7.87 (1H, d, J = 8.0 Hz), 7.99 (1H, t, J = 8.0 
Hz), 8.10 (1H, d, J - 8.6 Hz), 8.27 (1H, d, J - 7.0 Hz), 8.57 (1H, d, J = 2.7 Hz), 8.74 (1H, d, J - 
4.3 Hz). 

ESI-MS (m/e): 569 (M+H). 
Example 398 

5-f2-fluoro-6-cvano-phenoxvV2-pvridin-2-vl-6-f6-ethanesulfonvl-pyridin-3-vloxvVlH- 
benzimidazole 
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Using 1 ,2-difluoro-3-cyano-benzene and 5-hydroxy-2-pyridin-2-yl-6-(6- 

ethanesulfonyl-pyridin-3-yloxy)-lH-benzimidazole obtained in Example 397, the title compound 
was obtained as pale green colored solid by the same process as in Example 251, a process based 
on this or a combination of these with a normal procedure. 

1H-NMR(CD30D) 8 : 1.26 (3H, t, J - 7.4 Hz), 3 .39 (2H, q, J = 7.4 Hz), 7.27-7.43 (1H, m), 7.40 
(1H, td, J = 8.0, 4.6 Hz), 7.49-7.55 (2H, m), 7.56-7.76 (3H, m), 7.99 (1H, t, J - 7.6 Hz), 8.06 (1H, 
d, J - 9.0 Hz), 8.30 (1H, d, J = 7.6 Hz), 8.46 (1H, d, J = 2.7 Hz), 8.75 (1H, d, J « 4.3 Hz). 
ESI-MS(m/e):516(M+H). 

Example 399 

5-(2-fluoro-6-carbamoyl-phenoxvV2-pvrid^ 
mjdazole 

Using 5-(2-fluoro-6-cyano-phenoxy)-2-pyridin-2-yi- 6-(6-ethanesulfonyl -pyridin-3-yloxy) 
-lH-benzimidazoie obtained in Example 397, the title compound was obtained as a colourless 
solid by the same process as in Example 43, a process based on this or a combination of these 
with a normal procedure. 

1H-NMR(CD30D), 8 : 1.25 (3H, t, J = 7.4 Hz), 3.40 (2H, q, J = 7.4 Hz), 7.00-7.18 (1H, m), 
7.34-7.43 (2H, m), 7.49 (1H, brs), 7.54-7.56 (2H, m), 7.66 (1H, brs), 7.97 (1H, t, J - 8.0 Hz), 
8.07 (1H, d, J = 8.6 Hz), 8.20-8.30 (1H, m), 8.53 (1H, d, J - 2.7 Hz), 8.70-8.77 (1H, m). 
ESI-MS (m/e): 534 (M+H). 

Example 400 

5-(2-fluoro-6-cvano-phenoxv)-2-pvrazin-2-vl-6-r4- ethanesuIfonvl-phenoxvl-lH- benzimidazole 
Step 1 

Synthesis of 3-fluoro-4-(2-fluoro-6-cvano-phenoxvVphenvlamine 

Using (3-fluoro-4-hydroxy-phenyl)-carbamic acid tert-butyl ester obtained in Example 196 (Step 
1) and l,2-difluoro-3-cyano-benzene, the title compound was obtained by the same process as in 
Example 221 (Step 1), a process based on this or a combination of these with a normal procedure. 

Step 2 

Synthesis of pyrazine-2-carboxvlic acid (5-fluoro-4-f2-fluoro-6- cvano-phenoxy> 
-2-nitro-phenvlVamide 

Using 5-fluoro-4-(2-fluoro-6-cyano-phenoxy)-phenylamine obtained in (Step 1) and 
pyrazine-2-carboxylic acid, the title compound was obtained by the same process as in Example 
391 (Step 1), a process based on this or a combination of these with a normal procedure. 

Step3 

Production of 5-(2-fluoro-6-cvano-phenoxyV2-pvrazin-2-vl-6-f4-ethanesulfonvl->phenoxv^ -1H 
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-benzimidazole 

Using pyrazine-2-carboxylic acid (5-fluoro-4-(2-fluoro-6-cyano-phenoxy)-2-nitro-phenyl)- amide 
obtained in (Step 2) and 4-ethanesulphonyl-phenol, the title compound was obtained as a brown 
solid by the same process as in Example 391 (Step 2), a process based on this or a combination of 
these with a normal procedure. 

1H-NMR(CD30D) 6 : 1.24 (3H, t, J = 7.4 Hz), 3.20 (2H, q, J = 7.4 Hz), 7.12 (2H, d, J « 9.0 Hz), 
7.33-7.40 (2H, m), 7.55-7.62 (3H, m), 7.86 (2H, d, J = 9-0 Hz), 8.72 (1H, s), 8.78 (1H, s), 9.48 
(lH,s). 

ESl-MS(m/e):516(M+H). 
Example 401 

5-(2-fluoro-6-carbamovI-phenoxv)-2>pyrazm-2-yl-6-(4-ethaDesulfonyl-phenoxvVlH-beiizimidaz 

ole and 5-(2-fluoro-6-isopropyl carbamoyl-phenoxvV2- pyrazin-2-vl-6- 

(4>ethanesulfonyl-phennxyV1^hen^midflznlft 

Using 5-(2-fluoro-6-cyano-phenoxy)-2-pyrazin -2-yl-6-(4-ethanesulfonyl- phenoxy) 
-lH-benzimidazole obtained in Example 400, the title compounds were obtained as brown solid 
and pale yellow solid respectively by the same process as in Example 43, a process based on this 
or a combination of these with a normal procedure. 

5-(2-fluoro-6-carbamovl-phenoxvV2-Dvrazin-2-vl-6-(4-ethanesulfo nvl-phenoxvVlH 
-benzimidazole 

1H-NMR(CD30D) 6 : 1.25 (3H, t, J - 7.4 Hz), 3.22 (2H, q, J - 7.4 Hz), 7, 00-7.34 (1H, m), 7.23 
(2H, d, J - 8.8 Hz), 7.34-7.70 (4H, m), 7.91 (2H, d, J = 8.8 Hz), 8.71 (1H, s), 8.77 (1H, s), 9.46 
(lH,s). 

ESI-MS (m/e): 534 (M+H). 

5-(2-fluoro-6-isopropvl caibamoyl-phenoxyV2-pvrazin-2-vl-6-f4-ethanesulfonvl-phenoxv) 

- 1 H-benzimidazole 

1H-NMR (CDC13) 6 : 1.10 (6H, d, J = 9.6 Hz), 1.24 (3H, t, J - 7.4 Hz), 3.01-3.11 (2H, m), 
4.06-4.16 (1H, m), 6.80-7.87 (9H, m), 8.52-8.60 (2H, m), 9.51-9.54 (1H, m), 10.78-10.80 (1H, 
m). 

ESI-MS (m/e): 576 (M+H). 
Example 402 

5-(2-fluoro-6-cvano-phenoxvV2-pvrazin-2-vl-6-f6-ethanesulfonvl-pvridin-3-vloxvVlH-b^ 
azole 

Using pyrazine-2-carboxylic acid (5-fluoro-4-(2-cyano-6-fluoro-phenoxy) -2-nitro-phenyl)-amide 
obtained in Example 400 (Step 2) and 6-ethanesuIfonyl-pyridin-3-ol, the title compound was 
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obtained as a white solid by the same process as in Example 400 (Step 3), a process based on this 
or a combination of these with a normal procedure. 

1H-NMR (DMSO-d6) 5 : 1.10 (3H, t, J = 7.4 Hz), 3.27-3.36 (2H, m), 7.22-7.35 (1H, m), 
7.38-7.50 (2H, m), 7.72-7.77 (3H, m), 7.98 (1H, d, J = 9.0 Hz), 8.50 (1H, d, J = 2.7 Hz), 8.76 (1H, 
s), 8.79 (1H, s), 9.45 (1H, s). 
ESI-MS (m/e):517(M+H). 

Example 403 

5-(2-fluoro-6-carbamo vl-phenoxvV2-pv^ 

imidazole ; and 

5-(2-fluoro-6-isopropvl carbamo vl-phenoxvV2-pvraziri-2-vl-6-(6-ethanesulfonvl-pvridin -3- 
yloxvHH-benzimidazole 

Using 5-(2-fluoro-6-cyano-phenoxy)-2-pyraz 

-lH-benzimidazole obtained in Example 402, the title compound was obtained as a colourless 
solid by the same process as in Example 43, a process based on this or a combination of these 
with a normal procedure. 

5-(2-fluoro-6-carbamo vl-phenoxvV2-pvraz^ 
imidazole 

1H-NMR(CD30D) 6 : 1.27 (3H, t, J = 7.4 Hz), 3.43 (2H, q, J = 7.4 Hz), 7.08-7.11 (1H, m), 
7.38-7.46 (2H, m), 7.46-7.80 (3H, m), 8.10 (1H, d, J = 4.7 Hz), 8.55 (1H, d, J - 2.7 Hz), 8.71 (1H, 
s), 8.78 (1H, s), 9.47 (1H, s). 
ESI-MS (m/e): 535 (M+H). 

5-(2-fluoro-6-isopropyl caTbamovl-phenoxvV2-pvrazin-2-vl-6-(6-ethanesulfonvl 

-pvridin-3-vloxv> -lH-benzimidazole 

1H-NMR(CD30D) 6 : 1.08 (6H, d, J = 6.6 Hz), 1.25 (3H, t, J - 7.4 Hz), 3.40 (2H, q, J = 7.4 Hz), 
3.94-4.02 (1H, m), 7.10 (1H, s), 7.36-7.46 (3H, m), 7.59 (1H, d, J - 9.0 Hz), 7.74 (1H, s), 8.08 
(1H, d, J = 9.0 Hz), 8.56 (1H, s), 8.75 (1H, s), 8.80 (1H, s), 9.44 (1H, s). 
ESI-MS (m/e): 577 (M+H). 

Example 404 

5T(2-fluoro-6-(tetrazol-5-vlVphenoxvV2-pvrazin-2-vl-6-(6-ethanesulfon 
enzimidazole 

Using 5-(2-fluoro-6-cyano-phenoxy)-2-pyi^in-2-yl-6-(6-ethanesulfonyl-pyridin -3-yloxy) -1H- 
benzimidazole obtained in Example 402, the title compound was obtained as a colourless solid by 
the same process as in Example 60, a process based on this or a combination of these with a 
normal procedure. 
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1H-NMR(CD30D) 5 : 1.27 (3H, t, J - 7.4 Hz), 3.39 (2H, q, J = 7.4 Hz), 7.37-7.46 (4H, m), 7.60 
(1H, s), 7.84 (1H, d, J = 5.9 Hz), 7.94 (1H, d, J = 9..0 Hz), 8.32 (1H, d, J = 2.0 Hz), 8.71 (1H, s), 
8.77 (lH,s), 9.47 (1H, s). 
ESI-MS (m/e): 560 (M+H). 

Example 405 

5-(2-methvl sulphanvl-phenoxvV2-pvridin-2-vl-6-f6-ethanesulfonvl-pvridin-3-vloxv> 

-1 H-benzimidazole 

Using 2-methylsulphanyl-phenol, the title compound was obtained as pale yellow solid by the 
same process as in Example 221 (Step 3), a process based on this or a combination of these with a 
normal procedure. 

1H-NMR (CDC13) 5 : 1.28 (3H, t, J - 7.4 Hz), 3.38 (2H, q, J = 7.4 Hz), 6.78 (1H, ddd, J - 7.6, 
7.6, L5 Hz), 7.03-7.12 (2H, m), 7.08 (1/2H, s), 7.16 (1H, d, J = 7.6 Hz), 7.30 (1H, dd, J - 8-7,2.5 
Hz), 7.36 (1/2H.S), 7.37-7.41 (1H, m), 7.47 (1/2H, s), 7.72 (1/2H, s), 7.86-7.90 (1H, m), 7.97 (1H, 
d, J = 8.7 Hz), 8.38 (1H, d, J - 2.5 Hz), 8.38-8.41 (1H, m), 8.61-8.63 (1H, m), 11.16 (1/2H, brs), 
1 1.28 (1/2H, brs). 
ESI-MS (m/e): 519 (M+H). 

Example 406 

5-(2-methane 

sulphinvl-phenoxvV2-pvridin-2-vl-6-f6-ethanesulfonvl-pvridin-3-vloxvVlH-benzimidazole and 

5-a-metha nesulphonvl-phenoxvV2-pvridin-2-vl-6-f6-ethanesulfonvl-pvridin-3-vloxvVlH-bena 

midazole 

To methanol 3 ml solution of 5-(2-methyl sulphanyl-phenoxy)-2-pyridin-2-yl-6- 
(6-ethanesulfonyl-pyridin-3-yloxy)-l H-benzimidazole 46 mg obtained in Example 405 were 
added water 2 ml and oxone 89 mg, and thereafter the reaction liquor was stirred at room 
temperature for five hours. The solvent was eliminated by distillation under reduced pressure, and 
thereafter, the obtained residue was refined by preparative thin layer chromatography 
(Kieselgel™60F 25 4, Art5744 (Merck Co.), chlproform/methanol = 15/1), and obtained the title 
compound as pale yellow solid. 

5-(2-methane sulphinvl-phenoxvV2-pvridin-2-vl-6-(6-ethanesulfonvl-pvridin-3-vloxv^ 

-1 H-benzimidazole 

1H-NMR (CDC13) 6 : 1.30 (3H, t, J - 7.6 Hz), 2.59 (3/2H, s), 2.63 (3/2H, s), 3.38 (2H, q, J = 7.6 
Hz), 6.78-6.81 (1H, m), 7.25-7.33 (2H, m), 7.35-7.43 (1H, m), 7.08 (1/2H, s), 7.16 (1H, d, J = 7.6 
Hz), 7.30 (1H, dd, J = 8.7, 2.5 Hz), 7.36 (l/2H.s), 7.37-7.41 (1H, m), 7.47 (1/2H, s), 7.72 (1/2H, 
s), 7.86-7.90 (1H, m), 7.97 (1H, d, J = 8.7 Hz), 8.38 (1H, d, J - 2.5 Hz), 8.38-8,41 (1H, m), 
8.61-8.63 (1H, m), 11.16 (1/2H, brs), 11.28 (l/2H,brs). 
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ESI-MS (m/e): 535 (M+H). 

5-(2-methanesulphonvl-phenoxvV2-pvridin-2-^^ 
midazole 

1H-NMR (CDC13) 6 : 1.29 (3H, t, J = 7.4 Hz), 2.95 (3/2H, s), 3.02 (3/2H, s), 3.36 (2H, q, J = 7.4 
Hz), 6.92-6.97 (1H, d), 7.20-7.27 (1H, m), 7.31-7.35 (3/2H, m), 7.41-7.45 (3/2H, m), 7.51-7.57 
(1H, m), 7.65 (1/2H, s), 7.72 (1/2H, s), 7-87-7.92 (1H, m), 7.97-8.04 (2H, m), 8.34-8.42 (2H, ra), 
8.65-8.67 (1H, m), 10.72 (1H, brs). 
ESI-MS (m/e): 551 (M+H). 

Example 407 

5-(2-bromopvridin-3 -vloxvV2-pvrazin-2-vl-6-( 6-ethanesulfonvl-pvridin-3 -vloxvV 1 H- 
benzimidazole 

Using 2-bromo-pyridin-3-ol and pyrazine-2-carboxylic acid (5-fluoro-4-(6- 
ethanesulfonyl-pyridin-3-yloxy)-2-nitro-phenyl)-amide obtained in Example 391, the title 
compound was obtained as pale yellow solid by the same process as in Example 391, a process 
based on this or a combination of these with a normal procedure. 

1H-NMR (CDC13) 6 : 1.30 (3H, t, J = 7.4 Hz), 3.39 (2H, q, J = 7.4 Hz), 7.03 (1H, dd, J = 8.0, 
1.6z), 7.19-7.22 (1H, m), 7.28-7.32 (1H, m), 7.34 (1/2H, brs), 7.51 (1/2H, brs), 7.62 (1/2H, brs), 
7.93 (1/2H, brs), 8.00 (1H, d, J = 8.6 Hz), 8.14 (1H, brs), 8.31-8.32 (1H, m), 8.62 (1H, brs), 8.70 
(1H, d, J = 2.4 Hz), 9.64 (1H, brs), 10.91 (1/2H, brs), 10.98 (1/2H, brs). 
ESI-MS (m/e): 553 (M+H). 

Example 408 

5-(2-vinvl 

pvridin-3-vloxvV2-pvrazin-2-vl-6-(6-ethanesulfonvl-pvridin-3-vloxvV 

Using 2-vinyl-pyridin-3-ol, the title compound was obtained as a pale yellow solid by the same 
process as in Example 407, a process based on this or a combination of these with a normal 
procedure; 

1H-NMR (CDC13) 6 : 1.27 (3H, t, J = 7.5 Hz), 3.37 (2H, q, J = 7.5 Hz), 5.34 (1H, dd, J = 10.9, 
1.9 Hz), 6.30 (1H, dd, J = 17.4, 1.9 Hz), 6.72 (1H, dd, J = 17.4, 10.9 Hz), 7.09 (1H, dd, J = 8.2, 
1.5 Hz), 7.12 (1H, dd, J = 8.2, 4.3 Hz), 7.27 (1H, dd, J - 8.7, 2.9 Hz), 8.00 (1H, d, J = 8.7 Hz), 
8.31 (1H, d, J = 2.9 Hz), 8.33 (1H, dd, J= 4.3, 1.5 Hz), 8.61 (1H, dd, J = 2.6, 1-6 Hz), 8.69 (1H, d, 
J = 2.6 Hz), 10.60 (1/2H, brs), 10.68 (1/2H, brs). 
ESI-MS (m/e): 501 (M+H). 

Example 409 

5-(2-cvclopropvl-pvridin-3-vloxvV^^ 
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imidazole 

Using 2-cyclopropyl-pyridin-3-ol, the title compound was obtained as a pale yellow solid by the 
same process as in Example 407, a process based on this or a combination of these with a normal 
procedure. 

1H-NMR (CDC13) 6 : 0.77-1.02 (2H, m), L24-1.31 (2H, m), 1.29 (3H, t, J = 7.4 Hz), 3.37 (2H, q, 
J = 7.4 Hz), 6.96 (2/5H, dd, J - 8.2, 4.6 Hz), 6.98 (3/5H, dd, J = 8.2, 4.6 Hz), 7.03 (2/5H, dd, J = 
8.2, 1.5 Hz), 7.04 (3/5H, dd, J = 8.2, 1.5 Hz), 7.16 (1/2H, s) 7.33 (1H, dd, J = 8.8, 3.0 Hz), 7.48 
(1/2H, s), 7.53 (1/2H, s), 7.78 (1/2H, s), 8.00 (1H, d, J = 8.8 Hz), 8.20 (2/5H, dd, J = 4.6, 1-5 Hz), 
8.22 (3/5H, dd, J - 4.6, 1.5 Hz), 8.39 (2/5H, d, J = 3.0 Hz), 8.40 (3/5H, d, J - 3.0 Hz), 8.59-8.62 
(1H, m), 8.68-8.70 (1H, m), 9.62-9.64 (1H, m), 10.60 (3/5H, brs), 10.66 (2/5H, brs). 
ESI-MS (m/e): 515 (M+H). 

Example 410 

5-(2-difluoromethoxvpvridm-3-vloxvV^ 
nzimidazole 

4- (N,N-dimethylamino sulfonyl)-phenol and 2-difluoromethoxy-pyridin-3-ol were successively 
used, and, by the same process as in Example 221 (Step l)-(Step 3), a process based on these or a 
combination of these with a normal procedure, the title compound was obtained as pale yellow 
solid. 

1H-NMR(CD30D) 5 : 2.66 (6H, s), 7.05 (2H, d, J - 8.6 Hz), 7.10-7.19 (1H, m), 7.32-7.62 (4H, 
m), 7.49 (1H, t, J - 72.8 Hz), 7.71 (2H, d, J = 8.6 Hz), 7.91 (1H, d, J = 4.1 Hz), 8.01 (1H, t, J - 
7.8 Hz), 8.32 (1H, d, J = 7.6 Hz), 8.77 (1H, s). 
ESI-MS (m/e): 554 (M+H). 

Example 411 

5- f2-difluoromethoxvpvridin-3-vloxvV6-f3-chloro-4-methanesulphonvl-phenoxvV2- 
p vridin-2-vl- 1 H-benzimidazole 

4- methanesulphonyl-3-chloro-phenol and 2-difluoromethoxy-pyridin-3-ol were successively used, 
and, by the same process as in Example 221 (Step l)-(Step 3), a process based on these or a 
combination of these with a normal procedure, the title compound was obtained as pale yellow 
solid. 

1H-NMR(CD30D) 6 : 3.25 (3H, s), 6.98 (1H, dd, J = 8.6, 2.3 Hz), 7.09 (1H, d, J = 2.3 Hz), 7.15 
(1H, dd, J = 7.8, 4.9 Hz), 7.35-7.46 (2H, m), 7.46-7.74 (3H, m), 7.48 (1H, t, J = 74.0 Hz), 
7.91-7.94 (1H, m), 8.02 (1H, d, J - 8.6 Hz), 8.32 (1H, d, J = 7.8 Hz), 8.75-8.77 (1H, m). 
ESI-MS (m/e): 552 (M-H). 

Example 412 

5- f2-fluoro-phenoxvV2-pvrazin-2-vl-6-f4-(>?-hvdroxvcarbamimidovn-phenoxv)-lH- 
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benzimidazole 

To ethanol 0.5 ml solution of 5-(2-fluoro-phenoxy)-2-pyrazin-2-yl-6r(6rcyano- 
pyridin-3-yloxy)-lH-benzimidazole 6.0 mg obtained in Example 252 was added hydroxyamine 
(50 % aqueous solution) 0.5 ml, and the reaction liquor was stirred at room temperature for three 
hours. Thereafter the title compound was obtained as pale yellow solid by eliminating the solvent 
under reduced pressure. 

1H-NMR(CD30D) 6 : 7.01-7.04 (1H, m), 7.10-7-22 (3H, m), 7.29-7-35 (2H, m), 7.60 (1H, s), 
7.82 (1H, d, J = 9.0 Hz), 8.24 (1H, d, J = 2.3 Hz), 8.70 (1H, d, J - 1.6 Hz), 8.77 (1H, d, J = 1.6 
Hz), 9.48 (1H, s). 
ESI-MS (m/e): 458 (M+H). 

Example 413 

5- f2-fluoro-phenoxvV2-Dvrazin-2-vl-6-(6-f5-methvl-n.2.41 
oxadiazoleV3-vloxvVlH-benzimidazole 

Acetic anhydride 1 ml solution of 5-(2-fluoro-phenoxy)-2-pyrazin-2-yl- 

6- (4-(N-hydroxycarbamimidoyl)-phenoxy)-lH-benzimidazole 3.6 mg obtained in Example 412 
was stirred overnight at 60°C. The solvent was eliminated by distillation under reduced pressure, 
and the residue was purified using reverse phase medium pressure liquid chromatography 
[ODS-AS-360-CC (made by YMC) mobile phase: water-acetonitrile-0.1% trifluoroacetic acid]. 
The solvent (sic) of the obtained fraction was diluted with ethyl acetate and was washed using 
saturated aqueous sodium bicarbonate, then dried with anhydrous sodium sulphate. The solvent 
was eliminated by distillation under reduced pressure, and the title compound was obtained as a 
colourless solid. 

1H-NMR(CD30D) 6 : 2.69 (3H, s), 7.00-7.40 (5H, m), 7.48 (1H, dd, J = 7.8, 2.3 Hz), 
7.52-7.85.(lH, m), 8.10 (1H, d, J = 7.8 Hz), 8.37 (1H, d, J = 2.3 Hz), 8.71 (1H, s), 8.78 (1H, s), 
9.48 (1H, 1). 

ESI-MS (m/e): 482 (M+H). 
Example 414 

5-f2-fluoro-phenoxvV2-pvrazin-2-vl-6-(6-(5-trifluoromethvl-[K2.41 oxadiazoleV3-vloxv> -1H- 
benzimidazole 

Anhydrous trifluoroacetic acid 1 ml solution of 5-(2-fluoro-phenoxy) 
-2-pyrazin-2-yl-6-(4-(N-hydroxycarbamimidoyl)-phenoxy)-lH-benzimidazole 2.0 mg obtained in 
Example 412 was stirred at 60°C for one hour. The solvent was eliminated by distillation under 
reduced pressure, and the residue was purified by preparative thin layer chromatography 
(Kieselgel™60F 25 4, Art5744 (Merck Co.), chloroform/methanol = 15/1), and the title compound 
was obtained as a colourless solid. 

1H-NMR(CD30D) 5 : 7.00-7.50 (5H, m), 7.55 (1H, dd, J = 7.8Hz, 2.3 Hz), 7.60-7.80 (1H, m), 
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8.22 (1H, d, J = 7.8 Hz), 8.45 (1H, d, J « 2.3 Hz), 8.73 (1H, s), 8.80 (1H, s), 9.50 (1H, s). 
ES1-MS (m/e): 536 (M+H). 

Example 415 

5-(2-fluoro-phenoxvV2-pyrazin-2-vl-6-(imidazo \\2-a] pvridine-6-vloxvVlH -benzimidazole 
Stepl 

Synthesis of 5-f2-fluoro-phenoxvV2>pvrazin-2-vl-6-f6-nitrO'pvridin-3-vIoxvVlH -benzimidazole 
Using 2-nitro-5-pyridine, the title compound was obtained by the same process as in Example 
251 (Step 2), a process based on these or a combination of these with a normal procedure. 

Step 2 

Production of 5~(2-fluoro-phenoxvV2-pvrazin-2-vU6-( r imidazo fl.2-a1 pvridine-6-vIoxvV-lH- 
benzimidazole 

To methanol 0.5 ml solution of 5-(2-fluoro-phenoxy)-2-pyrazin-2-yl 
-6-(6-nitro-pyridin-3-yloxy)-lH-benzimidazole 12 mg obtained in (Step 1), expanded Raney 
nickel catalyst was added, and the reaction liquor was stirred under a hydrogen atmosphere for 
one hour. The catalyst was eliminated by filtration, and next the solvent was eliminated by 
distillation under reduced pressure. To ethanol 0.3 ml solution of the obtained residue, 
chloroacetaldehyde (40 % aqueous solution) 0.02 ml was added, and thereafter the reaction liquor 
was stirred overnight at room temperature. The solvent was eliminated by distillation under 
reduced pressure, then the residue was purified by preparative thin layer chromatography 
(Kieselgel TM60F254, Art5744 (Merck Co.), chloroform/methanol = 15/1) and the title 
compound was obtained as pale yellow solid. 

1H-NMR (CDC13) 5 : 1.25 (3H, t, J « 7.0 Hz), 3.73 (2H, q, J = 7.0 Hz), 7.00-7.22 (6H, m), 
7.31-7:65 (4H, m), 7.82 (1/2H, s), 7.88 (1/2H, s), 8.57 (1H, dd, J - 2.5, 1.5 Hz), 8.64 (1H, s), 9.59 
(1H, s), 10-.57 (1/2H, brs), 10.97 (l/2H.brs). 
ESI-MS (m/e): 439 (M+H). 

Example 416 

5-(pvridin-2-vl sulphanvlV2-pvrazin-2-vl-6 -(6-ethanesuifonvl-pvridin- 3-vloxvVlH- 
benzimidazole 

Using pyridine-2-thiol, the title compound was obtained as yellow solid by the same process as in 
Example 391 (Step 1), a process based on this or a combination of these with a normal procedure. 
1H-NMR(CD30D) 6 : 1.23 (3H, t, .J- 7.4 Hz), 3.36 (2H, q, J - 7.4 Hz), 7.07 (1H, d, J = 8.2 Hz), 
7.11(1H, dd, J - 7.4, 4.9 Hz), 7.41 (1H, d, J = 7.6 Hz), 7.58-7.80 (1H, m), 7,60 (1H, td, J = 7.6, 
1.8 Hz), 7.95 (1H, dd, J - 8.6, 0.6 Hz), 8.00-8.25 (1H, m), 8.28 (1H, dd, J = 5.1, 1.0 Hz), 8.33 
(1H, d, J - 0.6 Hz), 8.75 (1H, d, J = 2.5 Hz), 8.82 (1H, dd, J = 2.5, 1.5 Hz), 9.53 (1H, d, J - 1.5 
Hz). 
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ESI-MS (m/e): 491 (M+H). 

Example 417 

5-(3-cvano-pvridin-2-vl 

sulpbanvIV2-pvrazin-2»vl>6-f6^tfaanesulfonvKpvridin-3-vloxvVlH-ben2imidazole 
Using 3-cyano-pyridine-2-thiol, the title compound was obtained as yellow solid by the same 
process as in Example 391 (Step 2), a process based on this or a combination of these with a 
normal procedure. 

1H-NMR (CDC13) 5 : 1.29 (3H, t, J - 7.4 Hz), 3.36 (2H, q, J = 7.4 Hz), 7.08 (1H, dd, J = 7.8, 4.9 
Hz), 7.35 (1H, dd, J = 8.6, 2.8 Hz), 7.35 and 7.65 (total 1H, each s), 7.80 (1H, dd, J = 7.8, 1.8 Hz), 
7.93 (1H, d, J = 8.4 Hz), 7.95 and 8.22 (total 1H, each s), 8.36 (2H, d, J - 2.5 Hz), 8.63 (1H, s), 
8.71 (1H, s), 9.65 (1H, d, J - 1.4 Hz). 
ESI-MS (m/e): 516 (M+H). 

Example 418 

5-(2-chlorophenvl-sulphanvlV2-pvridin>2-vl-6-( > 6-meraanesulphonvl-pvridin-3-vloxvV 1 H- 
benzimidazole 

Using 2-chloro-thiophenol, the title compound was obtained as pale yellow solid by the same 
process as in Example 196 (Step 4)-(Step 6), a process based on these or a combination of these 
with a normal procedure. 

1H-NMR(CD30D) 8 : 3.20 (3H, s), 7.03-7.10 (1H, m), 7.13-7.20 (2H, m), 7.34-7.39 (2H, m), 
7.50-7.86 (3H, m), 7.94 (1H, d, J = 8.6 Hz), 8.01 (1H, t, J = 7.8 Hz), 8.29-8.35 (2H, m), 8.77 (1H, 
d,J = 4.7 Hz). 
ESI-MS (m/e): 509 (M+H). 

Example 419 

4-f2-cvano-phenoxv)-6-f6-emanesulfonvl-pvridin-3-vloxvV2-pvridin-2-vl--lH> benzimidazole 
2-cyano-phenol and 6-ethanesulfonyl-pyridin-3-ol were successively used, and, by the same 
process as in Example 274, a process based on this or a combination of these with a normal 
procedure, the title compound was obtained 

1H-NMR(CD30D) 6 : 1.25 (3H, t, J = 7.4 Hz), 3.40 (2H, q, J = 7.4 Hz), 6.78 (1H, s), 7.12 (1H, d, 
J - 8.6 Hz), 7.29-7.31 (2H, m) t 7.50-7.51 (1H, m), 7.63-7.65 (2H, m), 7.82 (1H, d, J - 7.4 Hz), 
7.9-5-7.97 (1H, m), 8.08 (1H, d, J - 8.6 Hz), 8.32 (1H, d, J = 8.2 Hz), 8.55 (1H, d, J = 2.7 Hz), 
8.75 (1H, d,J = 4.3 Hz). 
ESI-MS (m/e): 498 (M+H). 

Example 420 

4-a-cvano-phenoxvV6-r6-emanesul fonvl-pvridin-3-vloxvV2-pvrazin-2-vl-lH- benzimidazole 
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Using 3-(2-cyano-phenoxy)-5-(6-ethanesulfonyl-pyridin-3-yloxy)-benzene- 1 ,2-diamine obtained 
in Example 419, the title compound was obtained as a white solid by the same process as in 
Example 205, a process based on this or a combination of these with a normal procedure. 
1H-NMR(CD30D) 5 : 1.27 (3H, t, J = 8.0 Hz), 3.42 (2H, q, J - 8.0 Hz), 6.79-6.84 (1H, m), 
7.14-7.17 (1H, m), 7.31-7.35 (1H, m), 7.61-7.68 (2H, m), 7.80-7.85 (2H, m), 8.08 (1H, d, J = 8.4 
Hz), 8.54-8.59 (1H, m), 8.70-8.73 (1H, m), 8.77-8.79 (1H, m), 9.48-9.50 (1H, m). 
ESI-MS (m/e): 499 (M+H). 

Example 421 

4-f2-cvano-phenoxvV6-f6-methanesulphonvl-pvridin-3-vloxvV2-pyrazin-2-vl-lH- 
benzimidazole 

Using 3-(2-cyano-phenoxy)-5-(6-methanesulphonyl-pyridin-3-yloxy)-benzene-l ,2-diamine 
obtained in Example 286, the title compound was obtained as a white solid by the same process 
as in Example 205, a process based on this or a combination of these with a normal procedure. 
1H-NMR(CD30D) 6 : 3.24 (3H, s), 6.80-6.83 (1H, m), 7.72 (1, H, q, J « 8.6 Hz), 7.30-7.50 (2H, 
m), 7.60-7.80 (2H, m), 7.88 (1H, d, J = 7.8 Hz), 8.11 (1H, d, J = 9.0 Hz), 8.56 (1H, s), 8.73 (1H, 
s), 8.79 (lH,s), 9.50 (1H, 1). 
ESI-MS (m/e): 485 (M+H). 

Example 422 

4-f2.3-difluoro-phenoxvV6-(6-methanesulphonvl-pvridin-3-vloxvV2-pvridin-2-vi-lH- 
benzimidazole 

2,3-difluoro-phenol and 6-methanesulphonyl-pyridin-3-ol were successively used, and, by the 
same process as in Example 274, a process based on this or a combination of these with a normal 
procedure, the title compound was obtained. 

1H-NMR(CD30D) 6 : 3.23 (3H, s), 6.70 (1H, d, J - 2.3 Hz), 7.12-7.25 (3H, m), 7.29 (1H, d, J = 
2.3 Hz), 7.60-7.65 (2H, m), 8.07-8.10 (2H, m), 8.39 (1H, d, J = 7.9 Hz), 8.50 (1H, d, J - 3.4 Hz), 
8.83-8.85 (1H, m). 
ESI-MS (m/e): 495 (M+H). 

Example 423 

4-f23rdifluoro-phenoxvV6-(6-ethanesulfonvl-pvridin-3-vloxvV2-pvridin-2-vl-lH- 
benzimidazole 

Using 3-(2,3-difluoro-phenoxy)-5-(6-ethanesulfonyl-pyridin-3-yloxy)-beiizene-l,2-diamine 
obtained in Example 285, the title compound was obtained by the same process as in Example 
204 (Step 2), a process based on this or a combination of these with a normal procedure 
1H-NMR(CD30D) 6 : 1.25 (3H, t, J = 7.6 Hz), 3.40 (2H, q, J = 7.-6 Hz), 6.71 (1H, d, J - 2.0 
Hz), 7.12-7.26 (3H, m), 7.30 (1H, d, J = 2.0 Hz), 7.60-7.68 (2H, m), 8.06-8.13 (2H, m), 8.40 (1H, 
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d, J = 7 A Hz), 8.52 (1H, d, J = 2.7 Hz), 8.86 (1H, d, J = 5.1 Hz). 
ESI-MS (m/e): 509 (M+H). 

Example 424 

4^2.5^ifluoro-phcnoxvV6>(6-ethanesulfonvUpvridin-3>vloxvV2>pvrazin~2>vI>lH- 
benzimidazolc 

2.5- difluoro-phenol and 6-ethanesulfonyl-pyridin-3-ol were successively used, and, by the same 
process as in Example 278, a process based on this or a combination of these with a normal 
procedure, the title compound was obtained as a white solid. 

1H-NMR(CD30D) 6 : 1.25 (3H, t, J = 8.2 Hz), 3.41 (2H, q, J = 8.2 Hz), 6.59 (1H, s), 6.99-7.05 
(1H, m), 7.06-7.14 (1H, m), 7.22 (1H, br, s), 7.34 (1H, td, J = 9.8, 4.9 Hz), 7.61 (1H, dd, J = 8.6, 
4.3 Hz), 8.07 (1H, d, J = 8.6 Hz), 8.52, (1H, d, J = 4.3 Hz), 8.72 (1H, d, J = 1.2 Hz), 8.79 (1H, s), 
9.54 (lH,d, J = 1.2 Hz). 
ESI-MS (m/e): 510 (M+H). 

Example 425 

4-(2 1 5-difluoro-phenoxvV6-(6-emansu lpto 
benzimidazole 

Using 3-(2,5-difluoro-phenoxy)-5-(6-eth^ 

obtained in Example 424, the title compound was obtained as a white solid by the same process 
as in Example 204 (Step 2), a process based on this or a combination of these with a normal 
procedure. 

1H-NMR(CD30D) 6 : 1.25 (3H, t, J = 7.5 Hz), 3.40 (2H, q, J = 7.5 Hz), 6.55 (1H, s), 6.96-7.05 
(1H, m), 7.05-7.14 (1H, m), 7.21 (1H, s), 7.28-7.38 (lH,m), 7.50-7.56 (1H, m), 7.56-7.63 (1H, m), 
7.97-8.03 (1H, m), 8.07 (1H, d, J = 8.2 Hz), 8.38 (1H, d, J = 7.0 Hz), 8.51 (1H, s), 8.76 (1H, s). 
ESI-MS (m/e): 509 (M+H). 

Example 426 

4-(2.6-difluoro-phenox vV6-(4-emanesulfo^ 

2.6- difluoro-phenol and 4-ethansulphonyl phenol were successively used, and, by the same 
process as in Example 278, a process based on this or a combination of these with a normal 
procedure, the title compound was obtained 

1H-NMR(CD30D) 6 : 1.26 (3H, t, J = 7.4 Hz), 3.21 (2H, q, J = 7.4 Hz), 6.37 (1H, brs), 7.13-7.25 
(5H, m), 7.34-7.39 (1H, m), 7.89 (2H, d, J = 8.8 Hz), 8.78 (1H, d, J = 2.7 Hz), 8.84 (1H, dd, J = 
1.6, 2.7 Hz), 9.56 (1H, d, J = 1.6 Hz) 
ESI-MS (m/e): 509 (M+H). 

Example 427 
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4-(Z6-difluoro-phenoxvV6-(4-ethanesulfonvl-phenoxvV^^ 

Using 3-(2,6-difluoro-phenoxy)-5-(4-ethane^ obtained in 

Example 426, the title compound was obtained by the same process as in Example 204 (Step 2), a 

process based on this or a combination of these with a normal procedure. 

1H-NMR(CD30D) 6 : 1.24 (3H, t, J = 7.4 Hz), 3.21 (2H, q, J = 7.4 Hz), 6.23 (1H, brs), 7.08 (1H, 

brs), 7.15-7.22 (4H, ra), 7.28-7.38 (1H, m), 7.51 (1H, t, J = 5.9 Hz), 7.87 (2H, d, J = 9.0 Hz), 8.00 

(1H, t, J = 7.4 Hz), 8.41 (1H, d, J = 7.4 Hz), 8.76 (1H, brs). 

ESI-MS (m/e): 508 (M+H). 

Example 428 

4-(2-difluoromethvl-phenoxvV6-(6-ethanesulfonvK 
azole 

2-difluoromethyl-phenol and 6-ethanesulfonyl-pyridin-3-ol were used successively and the title 
compound was obtained as a colourless solid by the same process as in Example 274, a process 
based on this or a combination of these with a normal procedure. 

1H-NMR(CD30D) 6 : 1.24 (3H, t, J - 7.4 Hz), 3.39 (2H, q, J = 7.4 Hz), 6.50 (1H, s), 7.15 (1H, d, 
J = 7.4 Hz), 7.22 (1H, t, J = 55.5 Hz), 7.34 (1H, t, J = 7.4 Hz), 7.49-7.62 (4H, m), 7.74 (1H, d, J = 
7.4 Hz), 7.98 (1H, t, J = 7.4 Hz), 8.05 (1H, d, J = 8.6 Hz), 8.37 (1H, d, J = 7.4 Hz), 8.49 (1H, d, J 
= 2.3 Hz), 8.74-8.77 (lH,m). 
ESI-MS (m/e): 523 (M+H). 

Example 429 

4-(2-difluoromethvl-phenoxvV6-(6-ethane 
benzimidazole 

Using 3-(2-difluoromethyl-phenoxy)-5-(6-ethanesulfonyl-pyridin-3-ylpxy)-benzene -1,2-diamine 
obtained in Example 428, the title compound was obtained as yellow solid by the same process as 
in Example 205, a process based on this or a combination of these with a normal procedure. 
1H-NMR(CD30D) 6 : 1.25 (3H, t, J = 7.8 Hz), 3.40 (2H, q, J = 7.8 Hz), 6.54 (1H, s), 7.17 (1H, d, 
J - 7.4 Hz), 7.21 (1H, t, J « 55.8 Hz), 7.36 (1H, t, J - 7:4 Hz), 7.50-7.65 (2H, m), 7.75 (1H, d, J = 
7.4 Hz), 8.06 (1H, d, J = 8.6 Hz), 8.51 (1H, d, J « 2.7 Hz), 8.72 (1H, s), 8.79 (1H, s), 9.54 (1H, s). 
ESI-MS (m/e): 524 (M+H). 

Example 430 

4-f2-difluoromethoxv-pvridin-3-vloxvV6-f4-ethanesulfonvl-phenoxvV2-pvridin-2-vl-lH- 
benzimidazole 

2-difiuoromethoxy-pyridin-3-ol and 4-ethansulphonyl-phenol were successively used, and, by the 
same process as in Example 274, a process based on this or a combination of these with a normal 
procedure, the title compound was obtained. 
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1H-NMR(CD30D) 6 : 1.25 (3H, t, J = 7.3 Hz), 3.40 (2H, q, J = 7.3 Hz), 6.60 (1H, d, J = 2.0 Hz), 
7.27-7.30 (2H, m), 7.57-7.61 (2H, m), 7.64 (1H, t, J = 72.1 Hz), 7.73 (1H, dd, J = 7.8, 1.6 Hz), 
8.05-8.08 (2H, m), 8.10 (1H, dd, J = 4.9, 1.6 Hz), 8.37 (1H, d, J = 8.2 Hz), 8.51 (1H, d, J - 2.7 
Hz), 8.81 (1H, d, J = 4.9 Hz). 
ESI-MS (m/e): 540 (M+H). 

Example 431 

4-n-methvl-2-oxo-1.2 -d&vdro-pvrid^ 

H-benzimidazole 

Using 

3- (l-methyl-2-oxo-l,2-dihydro-pyri^ 

mine obtained in Example 274 (Step 1), the title compound was obtained as a pale yellow solid 
by the same process as in Example 205, a process based on this or a combination of these with a 
normal procedure. 

1H-NMR(CD30D) 5 : 1.24 (3H, t, J = 7.4 Hz), 3.21 (2H, q, J = 7.4 Hz), 3.65 (3H, s), 6.38 (1H, t, 
J = 7.2 Hz), 6.44 (1H, s), 7.07 (1H, s), 7.15-7.22 (2H, m), 7.40 (1H, d, J = 7.0 Hz), 7.57 (1H, dd, J 
= 7.0, 1.8 Hz), 7.84-7.90 (2H, m), 8.70 (1H, s), 8.76 (1H, s), 9.52 (1H, s). 
ESI-MS (m/e): 504 (M+H). 

Example 432 

4- 0 -meth vl-2-oxo-l .2-dihvdro-pvridin-3-vloxvV6-( 6-ethanesulfonvl-pyridin-3-vloxvV2- 
Pvridin-2-vl- 1 H-benzimidazole 

l-methyl-2-oxo-l,2-dihydro-pyridin-3-ol and 6-ethanesulfonyl-pyridin-3-ol were successively 
used, and, by the same process as in Example 274, a process based on this or a combination of 
these with a normal procedure, the title compound was obtained as pale-brown solid. 
1H-NMR(CD30D) 6 : 1.26 (3H, t, J = 7.4 Hz), 3.40 (2H, q, J = 7.4 Hz), 3.65 (5H, s), 6.36 (1H, t, 
J = 6.7 Hz), 6.46 (1H, s), 7.13 (1H, s), 7.38-7.60 (4H, m), 7.95-8.08 (2H, m), 8.35 (1H, s), 8.49 
(lH, s), 8.73 (1H, s). 
ESI-MS (m/e): 504 (M+H). 

Example 433 

4-(l-methvl-2-oxo-I.2- dihvdro-pvridin-3-vloxvV6-(6-ethanesulphonvl-pvridin-3-vloxvV 
n-2-vl- 1 H-benzimidazole 

Using 3-(l-methyl-2-oxo-l,2-dihydro-pyrid 

-3-yloxy)-benzene-l,2-diamine obtained in Example 432, the title compound was obtained as a 
pale yellow solid by the same process as in Example 205, a process based on this or a 
combination of these with a normal procedure. 

1H-NMR (DMSO-d6) 6:1.13 (3H, t, J = 7.4 Hz), 3.40 (2H, q, J = 7.4 Hz), 3.50 (3H, s), 6.24 (1H, 
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t, J = 6-8 Hz), 6.46 (1H, s), 7.05 (1H, brs), 7.32-7.40 (1H, m), 7.58 (1H, dd, J = 8.8, 2.5 Hz), 7.74 
(1H, dd, J - 6.8, 2.0 Hz), 8.01 (1H, d, J = 8.6 Hz), 8.57 (1H, d, J = 2.5 Hz), 8.79 (1H, d, J = 2.2 
Hz), 8.82 (1H, dd, J = 2.5, 1.5 Hz), 9.47 (1H, d, J = 1.4 Hz). 
ES1-MS (m/e): 505 (M+H). 

Example 434 

4-(2-cvano-pyridin-3 -vlox vV6-( 4-methanesulphonvl-phenox vV 2-p vridin-2-vl- 1 H- benzimidazole 
Step 1 

Synthesis of 5-(4-methanesulphonvl-phenoxy)-2-nitro -3-(l-oxv-pvridin-3-vloxvV phenylamine 
Using l-oxy-pyridin-3-ol and 6-mettianesulphonyl-pyridin-3-ol, die title compound was obtained 
by the same process as in Example 67 (Step 1) and (Step 2), a process based on these or a 
combination of these with a normal procedure and this. 

Step 2 

Synthesis of 5-(4-methanesulphonvl-phenoxvV2- pitro-3-(2-cyano-pvridin- 

3- Y)oxYVphenylamine 

Using 5-(4-methanesulphonyl-phenoxy)-2-nitro-3-(l-oxy-pyridin-3-yloxy)-phenylamine, the title 
compound was obtained by the same process as in Example 218 (Step 2), a process based on this 
or a combination of these with a normal procedure. 

Step 3 

Production of 4-(2-cvano-pvridin-3-vloxvV6-(4-methanesulphonvl-phenoxvV2 -pvridin- 2-vl 
-IB-bepzimidazole 

Using 5-(4-methanesulphonyl-phenoxy)-2-nitro-3-(2-cyano-pyridin-3-yloxy)-phenylamine, the 
title compound was obtained by the same process as in Example 196 (Step 5) and 204 (Step 1), a 
process based on these or a combination of these with a normal procedure. 
1H-NMR(CD30D) 6 : 3.23 (3H, s), 7.07 (1H, brs), 7.44 (1H, brs), 7.56-7.69 (4H, m), 8.02 (1H, t, 
J = 7.8 Hz), 8.09 (1H, d, J = 8.6 Hz), 8.29 (1H, d, J = 7.8 Hz), 8.46-8.48 (1H, m), 8.55-8.57 (1H, 
m), 8.78-8.80 (1H, m). 
ESI-MS (m/e): 485 (M+H). 

Example 435 

4- (2-cyano-pvridin-3-vloxvV6-(4-ethanesulfonvl-phenoxvV2-pvridin-2-vl-lH- benzimidazole 
Using 4-ethanesulphonyl-phenol, the title compound was obtained by the same process as in 
Example 434, a process based on this or a combination of these with a normal procedure. 
1H-NMR(CD30D) 6 : 1.25 (3H, t, J - 7.3 Hz), 3.22 (2H, q, J = 7.3 Hz), 6.94 (1H, brs), 7.27 (2H, 
d, J - 8.6 Hz), 7.33 (1H, brs), 7.49 (2H, d, J = 8.6 Hz), 7.59-7.62 (1H, m), 7.91-7.98 (3H, m), 
8.24 (1H, d, J = 8.6 Hz), 8.45 (1H, d, J = 5.1 Hz), 8.74 (1H, d, J = 5.5 Hz) 
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ESI-MS (m/e): 498 (M+H). 
Example 436 

4-benzvloxV"6"(6-ethanesulfonvI~pvridine-3-vloxvV2>pvridin-2-vl4H-benzimida2ole 
Benzyl alcohol and 6-ethanesulfonyl-pyridin-3-ol were successively used, and, by the same 
process as in Example 274, a process based on this or a combination of these with a normal 
procedure, the title compound was obtained. 

1H-NMR(CD30D) h : 1.24 (3H, t, J = 7.6 Hz), 3.45 (2H, q, J = 7.6 Hz), 5.41 (2H, s), 7.02-7.05 
(1H, m), 7.15-7,17 (1H, m), 7.39-7.45 (3H, m), 7.53-7.59 (4H, m), 8.07 (1H, d, J = 8.6 Hz), 
8.1 1-8.14 (1H, m), 8.39 (1H, d, J - 7.0 Hz), 8.53 (1H, d, J = 2.7 Hz), 8.87-8.90 (1H, m). 
ESI-MS (m/e): 487 (M+H). 

Example 437 

4-benzvlox v-6-(6-ethanesulfonvl-p^ 

Using 3-benzyloxy-5-(6-ethanesulfonyl-pyridin-3-yloxy)-benzene-l,2-diamine obtained in 
Example 436, the title compound was obtained by the same process as in Example 205, a process 
based on this or a combination of these with a normal procedure. 

1H-NMR(CD30D) 6 : 1.27 (3H, t, J - 7.4 Hz), 3.42 (2H, q, J = 7.4 Hz), 5.38 (2H, s), 6.80 (1H, d, 
J = 2.0 Hz), 7.06 (1H, d, J = 2.0 Hz), 7.36-7.42 (3H, m), 7.49 (1H, dd, J = 8.8, 2.9 Hz), 7.54 (2H, 
d, J = 6.7 Hz), 8.03 (1H, d, J = 8* Hz), 8.49 (1H, d, J = 2.7 Hz), 8.72 (1H, d, J = 2.7 Hz), 
8.78-8.80 (1H, m), 9.54-9.56 (1H, m). 
ESI-MS (m/e): 488 (M+H). 

Example 438 

4-(2-cvano-6-fluoro-phe noxvV6-(6-ethanes 

azole 

Step 1 

Synthesis of 4-hvdroxv-6-(6-ethanesulfonvl-pvridin-3-vloxv) -2-ovridin-2-vl-lH- benzimidazole 
Using 4-benzy loxy-6-(6-ethanesulfony l-pyridin-3 -yloxy)-2-pyridin-2-yl- 1 H-benzimidazole 
obtained in Example 436, the title compound was obtained by the same process as in Example 
251 (Step 1), by a process based on this or a combination of these with a normal procedure. 

Step 2 

Production of 4-(2-cvano-6-fluo ro-phenoxvV6-( 6-ethanesulfonvl-pvridin -3-vloxvV2- 

p vridin-2-vl- 1 H-benzimidazole 

Using 4-hydroxy-6-(6-ethanesulfonyl-pyrid^ and 
2,3-difluoro benzonitrile, the title compound was obtained by the same process as in Example 
25 1 (Step 2), by a process based on this or a combination of these with a normal procedure. 
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1H-NMR(CD30D) 6 : 1.26 (3H,.t, J = 7.4 Hz), 3.40 (2H, q, J = 7.4 Hz), 6.61 (1H, d, J = 2.0 Hz), 
7.28 (1H, d, J = 2.0 Hz), 7.36-7.42 (1H, m), 7.48-7.54 (1H, m), 7.58-7.63 (2H, m), 7.65-7.69 (1H, 
m), 8.07 (2H, d, J = 8.2 Hz), 8.38 (1H, d, J = 7.8 Hz), 8.51 (1H, d, J = 2.7 Hz), 8.82 (1H, d, J - 
4.7 Hz). 

ESI-MS (m/e): 516 (M+H). 
Example 439 

4-(6-cvano-p vridin-2-vloxvV6-(4-ethaDesulfonvl-phenoxvV2-pvridin-2-vl- 1 H- benzimidazole 
Using 4-hyd^oxy-6-(6-ethanesulfonyl-pyridin-3-yloxy)-2-pyridin-2-yl-lH-benzinu 
obtained in Example 438 (Step 1) and 2-chloro-3-cyanopyridine, the title compound was obtained 
by the same process as in Example 438 (Step 2), by a process based on this or a combination of 
these with a normal procedure. 

1H-NMR(CD30D) 6 : 1.26 (3H, t, J = 7.4 Hz), 3.42 (2H, q, J - 7.4 Hz), 7.21 (1H, d, J = 2.0 Hz), 
7.30 (1H, dd, J = 7.4, 5.1 Hz), 7.48 (1H, d, J = 2.0 Hz), 7.58 (1H, dd, J = 5.1, 7.8 Hz), 7.71 (1H, 
dd, J - 8.8, 2.9 Hz), 8.00-8.05 (1H, m), 8.11 (1H, d, J = 8.6 Hz), 8.26-8.33 (3H, m), 8.60 (1H, d, J 
= 2.7 Hz), 8.78 (1H, d, J = 5.1 Hz). 
ESI-MS (m/e): 499 (M+H). 

Example 440 

4-f 2-cvano-3 -fluoro-phenox vV 6-(6-ethanesulfonvl-p vridin-3 -vloxvV 2-pvridin-2-yl- 1 H- 
benzimidazole 

Using 2,6-difluoro benzonitrile, the title compound was obtained by the same process as in 
Example 439, a process based on this or a combination of these with a normal procedure. 
1H-NMR(CD30D) 6 : 1,26 (3H, t, J = 7.4 Hz), 3.41 (2H, q, J = 7.4 Hz), 6.91 (1H, d, J = 8.6 Hz), 
7.04 (1H, d, J - 1.8 Hz), 7.13 (1H, t, J - 8.6H.z), 7.44 (1H, d, J = 1.8 Hz), 7.55-7.64 (2H, m), 
7.67 (1H, dd, J - 8.6, 3.2 Hz), 8.00-8.06 (1H, m). 8.10 (1H, d, J = 8.6 Hz), 8.33 (1H, d, J - 7.8 
Hz), 8.57 (1H, d, J = 2.3 Hz), 8.78-8.81 (1H, m). 
ESI-MS (m/e): 516 (M+H). 

Example 441 

4-(2-caftamovl-6-fluoro-phenoxvV6-(6-ethanesufo 
midazole 

Using 4-(2-cyano-6-fluoro-phenoxy)-6-(6-ethanesulfonyl-pyridin-3-yloxy)-2-pyridin-2-yl 
-lH-benzimidazole obtained in Example 438, the title compound was obtained by the same 
process as in Example 43, a process based on this or a combination of these with a normal 
procedure. 

1H-NMR(CD30D) 8 : 1.24 (3H, t, J - 7.4 Hz), 3.40 (2H, q, J = 7.4 Hz), 6.53 (1H, brs), 7.26 (1H, 
brs), 7.42-7.53 (2H, m), 7.57-7.62 (2H, m), 7.68 (1H, dd, J = 8.2, 3.9 Hz), 8.07 (1H, d, J = 8.6 
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Hz), 8.11-8.16 (1H, m), 8.41 (1H, d, J = 8.2 Hz), 8.49 (1H, d, J - 2.7 Hz), 8.88 (1H, d, J = 3.9 
Hz) 

ESI-MS (m/e): 534 (M+H). 
Example 442 

4-(2-cvano-6-fluoro-phe noxvV6-(6-e^ 
benzimidazole 

Using 4-benzy loxy-6-(6-ethanesulfony l-pyridin-3-y loxy)-2-pyrazin-2-y 1- 1 H-benzimidazole 
obtained in Example 437, the title compound was obtained by the same process as in Example 
438, a process based on this or a combination of these with a normal procedure. 
1H-NMR(CD30D) 5 : 1.25 (3H, t, J = 7.4 Hz), 3.40 (2H, q, J = 7.4 Hz), 6.57 (1H, brs), 7.23 (1H, 
brs), 7.46-7.51 (1H, m), 7.57-7.61 (1H, m), 7.64-7.71 (2H, m), 8.06 (1H, d, J = 9.0 Hz), 8.51 (1H, 
d, J = 2.3 Hz), 8.71 (1H, d, J = 2.3 Hz), 8.78 (1H, s), 9.48 (1H, s). 
ESI-MS (m/e): 517 (M+H). 

Example 443 

4-(2-cvano-5-fluoro-p henoxvV6-( 6-ethanesulfonvl-pvridin-3-vIoxvV2-pvrazin-2-vl- 1 H- 
benzimidazole 

Using 2,4-difluoro-benzonitrile and 4-hydroxy-6-(6-ethanesulfonyl- pyridin-3- 
yloxy)-2-pyrazin-2-yl-lH-benzimidazole obtained in Example 442, the title compound was 
obtained by same process as in Example 438 (Step 2), by a process based on this or a 
combination of these with a normal procedure. 

1H-NMR(CD30D) 8 : 1.20 (3H, t, J = 7.4 Hz), 3.41 (2H, q, J = 7.4 Hz), 6.88 (1H, d, J = 10.2 Hz), 
6.98 (1H, d, J = 2.0 Hz), 7.05-7.11 (1H, m), 7.39-7.44 (1H, m), 7.68 (1H, dd, J = 3.1, 8.0 Hz), 
7.89 (1H, dd, J = 8.8, 6, IHz), 8.08-8.12 (1H, m), 8.57-8.60 (1H, m), 8.71 (1H, d, J = 2.3 Hz), 
8.77-8.79 (1H, m), 9.46-9.48 (1H, m). 
ESI-MS (m/e): 517 (M+H). 

Example 444 

4-(2-cyano-4-fluoro-phenoxvV6-(6-et hanesu^ 
benzimidazole 

Using 2,5-difluoro benzonitrile, the title compound was obtained by the same process as in 
Example 443, by a process based on this or a combination of these with a normal procedure. 
1H-NMR(CD30D) 6 : 1.26 (3H, t, J = 7.4 Hz), 3.41 (2H, q, J = 7.4 Hz), 6.81 (1H, d, J = 2.3 Hz), 
7.22 (1H, dd, J = 4.6, 9.0 Hz), 7.35 (1H, d, J = 2-3 Hz), 7.45 (1H, ddd, J - 8.6, 4.6, 7.4 Hz), 
7.63-7.69 (2H, m), 7-72-7.75 (1H, m), 8.09 (1H, d, J = 8.6 Hz), 8.55 (1H, d, J = 3.1 Hz), 8.72 (1H, 
d, J = 2.3 Hz), 8.79 (1H, dd, J = 2.0, 3.1 Hz), 9.49 (1H, d, J - 2.0 Hz). 
ESI-MS (m/e): 517 (M+H). 
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Example 445 

4-(2-caibamovl-6-fluoro-phenoxvV6-(6-ethanesulfon^ 
imidazole 

Using 4^2-cyano-6-fluoro-phenoxy>6^6^thanesulfonyl-pyridin-3-yloxy)-2- pyrazin-2-yl 
-lH-benzimidazole obtained in Example 442, the title compound was obtained by same process 
as in Example 43, by a process based on this or a combination of these with a normal procedure. 
1H-NMR(CD30D) 6 : 1.25 (3H, t, J = 7.4 Hz), 3.39 (2H, q, J = 7.4 Hz), 6.39 (1H, s), 7.21 (1H, s), 
7.42-7.51 (2H, m), 7.55 (1H, dd, J = 8.6, 2.7 Hz), 7.64 (1H, d, J = 7.4 Hz), 8.06 (1H, d, J - 8.6 
Hz), 8.47 (1H, d, J - 2.7 Hz), 8.75-8.78 (1H, ra), 8.82-8.84 (1H, m), 9.54 (1H, brs). 
ESI-MS (m/e): 535 (M+H). 

Example 446 

4-(6-cvano-pvridin-2-vloxvV6~(4-ethanesulfonvl-phenoxvV2-pvrazin-2-vl- 1 H- benzimidazole 
Using 2-chloro-3-cyanopyridine, the title compound was obtained by the same process as in 
Example 443, a process based oh this or a combination of these with a normal procedure. 
1H-NMR(CD30D) 5 : 1.25 (3H, t, J - 7.4 Hz), 3.41 (2H, q, J = 7.4 Hz), 7.14 (1H, d, J « 2.0 Hz), 
7.30 (1H, dd, J - 7.4, 5.1 Hz), 7.45 (1H, d, J - 2.0 Hz), 7.69 (1H, dd, J = 9.0, 2.7 Hz), 8.10 (1H, d, 
J = 9.0 Hz), .8.27-8.33 (2H, m), 8.59 (1H, d, J = 2.7 Hz), 8.70-8.72 (1H, m), 8.76-8.79 (1H, m), 
9.41-9.43 (1H, 1). 
ESI-MS (m/e): 500 (M+H). 

Example 447 

4-(^(^ano-6-fluoro-phenoxy)-6-(6-methane 
midazole 

Using 6-methanesulphonyl-pyridin-3-ol, the title compound was obtained as a pale yellow solid 
by the same process as in Example 438, a process based on this or a combination of these with a 
normal procedure. 

1H-NMR(CD30D) 6 : 3.23 (3H, s), 6.50 (1H, s), 7.22/(lH, s), 7.45-7.62 (3H, m), 7.62-7.78 (2H, 
m), 7.95-8.05 (1H, m), 8.08 (1H, d, J = 8.8 Hz), 8.37 (1H, d, J = 8.0 Hz), 8.49 (1H, s), 8.77 (lH, 
s). 

ESI-MS (m/e): 502 (M+H). 
Example 448 

4-(2-fluoro-6-methanesulphonvl-phe noxv 
yl- 1 H-benzimidazole 

Using 2,3-difluoro-methanesulphonyl benzene and 4-hydroxy-6-(6-methanesulphonyl -pyridin 
-3-yloxy)-2-pyridin-2-yl-lH-benzimidazole obtained in Example 447, the title compound was 
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obtained by the same process as in Example 438 (Step 2), by a process based on this or a 
combination of these with a normal procedure. 

1H-NMR(CD30D) 6 : 3.21 (3H, s), 3.46 (3H, s), 6.54 (1H, d. J = 2.0 Hz), 7.27 (1H, d, J = 2.0 
Hz), 7.54-7.67 (3H, m), 7.70-7.74 (1H, m), 7.93 (1H, d, J = 7.8 Hz), 8.04 (1H, d, J = 8.6 Hz), 
8.1 1 (1H, ddd, J = 7.8, 8,6,2.7 Hz), 8.40 (1H, d, J = 7.8 Hz), 8.46 (1H, d, J = 2.7 Hz), 8.86 (1H, d, 
J = 5.1 Hz). 

ES1-MS (m/e): 555 (M+H). 
Example 449 

4-f2-carbamovl-6-fluor o-pheDOXvV6-r6-methanesulDhonvl-pvridin-3-vloxvV2-Dvridin-2-vl-lH-b 
enzimidazole 

Using 4-(2-cyano-6-fluoro-phenoxy)-6-(6-methanesulphonyl-pyridin-3-yloxy) -2-pyridin-2 
-yl-lH-benzimidazole obtained in Example 447, the title compound was obtained by the same 
process as in Example 43, a process based on this or a combination of these with a normal 
procedure. 

1H-NMR(CD30D) 5 : 3.22 (3H, s), 6.53 (1H, d, J - 1.6 Hz), 7.25 (1H, d, J = 1.6 Hz), 7.42-7.53 
(2H, m), 7.57 (1H, dd, J = 8.6, 2.7 Hz), 7.61 (1H, d, J = 7.4 Hz), 7.68 (1H, dd, J = 7.6, 14.3 Hz), 
8.06 (1H, d, J = 9.0 Hz), 8.10-8.16 (1H, m), 8.41 (1H, d, J = 8.2 Hz), 8.47 (1H, d, J = 2.7 Hz), 
8.8.7(lH,d,J = 4.3Hz). 
ESI-MS (m/e): 520 (M+H). 

Example 450 

4-(2-cvano-6-fluoro-phenoxvV6-(6-me^ 
midazole 

Using 6-methanesulphonyl-pyridin-3-ol, the title compound was obtained by the same process as 
in Example 442, a process based on this or a combination of these with a normal procedure. 
1H-NMR(CD30D) 6 : 3.23 (3H, s), 6.57 (1H, brs), 7.23 (1H, brs), 7.49 (1H, td, J = 8.0, 4.6 Hz), 
7.59 (1H, dd, J = 9.0, 3.2 Hz), 7.65-7.71 (2H, m), 8.07 (1H, d, J - 9.0 Hz), 8.50 (1H, d, J = 2.3 
Hz), 8.71 (1H, d, J = 2.3 Hz), 8.78 (1H, brs), 9.48 (1H, brs). 
ESI-MS (m/e): 503 (M+H). 

Example 451 

4-fpyridin-2-vl 

sulphanvlV6-f6-ethane sulfonvl-pvridin-3-vloxvV2-pvridm-2-vl-lH-benzm 

Using 6-ethanesulfonyl-pyridin-3-ol, the title compound was obtained as pale-brown solid by the 

same process as in Example 288, a process based on this or a combination of these with a normal 

procedure. 

1H-NMR (CDC13) 8 : 1.31 (3H, t, J = 7.4 Hz), 3.39 (2H, q, J - 7.4 Hz), 7.03 (1H, d, J = 8.0 Hz), 
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7.08 (1H, ddd, J = 7.4, 4.7, 1.0 Hz), 7.35 (1H, d, J = 2.2 Hz), 7.38-7.44 (2H, m), 7.52 (1H, td, J - 
7.8, 2.0 Hz), 7.64 (1H, d, J » 2.1Hzl), 7.88 (1H, td, J « 7.8, 1.8 Hz), 8.03 (1H, d, J = 8.8 Hz), 8.38 
(1H, d, J = 7.8 Hz), 8.45 (1H, dd, J - 4.9, 1.0 Hz), 8.53 (1H, d, J - 2.7 Hz), 8.64 (1H, d, J = 4.9 
Hz). 

ESI-MS (m/e): 490 (M+H). 

Example 452 

4-(pvridin-2-yl 

sulphanvl)-6-(6-ethanesulfonyl-pyridin-3 -vloxv)-2-pvrazin-2-yl- 1 H-benzimidazole 
Using 3-(pvridin-2-vl sulphanvlV5-(6-ethanesulfonvl-pvridin -3-yloxv)-benzene-1.2- diamine 
obtained in Example 45 1, the tide compound was obtained as yellow solid by the same method as 
in-Example 68, a process based on this or a combination of these with a normal procedure. 
1H-NMR (CDC13) □ : 1.32 (3H. t. J = 7.4 Hz). 3.39 (2H. o. J = 7.4 Hz). 7.08-7.19 (2H. m). 7.38 
Oh, d. J = 2.2 Hz). 7.43 (1H. dd. J = 8.6. 2.8 Hz). 7.57 CUB, td. J = 7.8. 1.8 Hz). 7.66 (1H. d. J = 
2.2 Hz). 8.04 (1H. ±J = 8.6 Hz). 8.48 (1H. d. J - 4.7 Hz). 8.53 (1H. d. J = 2.7 Hz). 8.63 (1H. t. J 
= 2.0 nz\ 8.69 OH, d, J = 2.5 Hz), ?.63 (1H, d, J = 1.4 Hz) 
ESI-MS fm/e): 4?1 (M+»). 

Example 453 

4-( 1 -methyl- 1 H- imidazol-2-vl sulphanvl)-6-( 6-ethanesulfonvl-p vridin-3 -vloxv)-2-p vrazin -2- vl 
- 1 H-benzimidazole 

Using l-methvl-lH-imidazole-2-thiol the title compound was obtained as yellow solid by the 
same process as in Example 452. a process based on this or a combination of these with a normal 
procedure. 

1H-NMR (CDC13) □ : 1.33 (3H. t J = 7:4 Hz). 3.41 (2H. q. J = 7.4 Hz). 3.94 (3H. s). 6.65-6.69 
( 1H. m). 6:77 OH. d. J = 1.4 Hz). 6.87 (1H. d. J » 1.6 Hz): 7.23 Q & d. J = 2.4 Hz). 7.48 (1H. dd. 
J = 8.6. 2.8 Hz). 7.72 (1H. d. J = 2.2 Hz). 8.05 (1H. dd. J = 8.6. 0.6 Hz). 8.16 ( 1H. d. J = 2.6 Hz). 
8.54 (1H. dd. J = 2.8.0.6 Hz). 9.42 OH. d. J = 1.6 Hz). 
ESI-MS (m/e): 494 (M+H). 

Example 454 

4-(4-methoxvbenzvl-sulphanvl)-6-(6-ethanesulfonv 
dazole 

Using (4-methoxyphenvl) methanethiol. the title compound was obtained as a brown solid bv the 
same process as in Example 452. a process based on this or a combination of these with a normal 
procedure. 

1H-NMR rCDC13) □ : 1.32 (3H. t J = 7.4 Hz). 3.40 (2H. q. J = 7.4 Hz). 3.61 and 3.79 (total3H. 
each s). 4.05 and 4.40 (total 2H, each s). 6.69 and 6.79 (total 2H. each d. J = 8.6 Hz). 6.88-7.52 



©Rising Sun Communications Ltd. 



http*J/www.risingsun.co. uk 



WO05-063738 



271 Caution : Translation Standard is 

Post-Edited Machine Translation 



(5H, m), 7.98 and 8.01 (total 1H, each d, J - 8.6 Hz), 8.44 and 8.46 (total 1H, each d, J = 2-9 Hz), 
8.58-8.65 (1H, m), 8.68 and 8.70 (total 1H, each d, J - 2.5 Hz), 9.58 and 9.74 (d, J - 114 Hz), 
10.05 and 10.46 (total 1H, each brs). 
ES1-MS (m/e): 534 (M+H). 

Example 455 

4-(6-cvano-pvridin-2-vl sulphanvlV6-(6-ethanesulfonvl-pvridin-3-vloxv) -2-pvrazin-2-vl -1H- 
benzimidazole 

Using 2-chloro-3-cyanopyridine, the title compound was obtained as a pale yellow solid by the 
same process as in Example 446, a process based on this or a combination of these with a normal 
procedure. 

1H-NMR (CDC13) 6 : 1.32 (3H, t, J = 7.4 Hz), 3.39 (2H, q, J = 7.4 Hz), 7.20 (1H, dd, J - 7.8, 4.9 
Hz), 7.41 (1H, d, J = 2.2 Hz), 7.45 (1H, dd, J = 8.8, 2.8 Hz), 7.72 (1H, d, J = 2.2 Hz), 7.93 (1H, 
dd, J = 7.8, 1.8 Hz), 8.04 (1H, d, J = 8.6 Hz), 8.44 (1H, dd, J » 4.9, 2.0 Hz), 8-54 (l.H, d, J - 2.8 
Hz), 8.62 (1H, dd, J = 2.5, 1, 5 Hz), 8.70 (1H, d, J = 2.5 Hz), 9.64 (1H, d, J = 1.5 Hz). 
ESI-MS (m/e): 516 (M+H). 

Example 456 

4-(2-cvano-pvridin-3-vl sulphanvn-6-(6-ethanesulfonvl-pvridin-3-vloxvV2-pvrazin-2-vl-lH 
-benzimidazole 

Using 2-cyano-3-fluoropyridine and 4-mercapto-6-(6-ethanesulphonyl 

-pyridin-3-yloxy)-2-pyrazin-2-yl-lH-benzimidazole obtained in Example 455, the title compound 
was obtained as pale yellow solid by the same process as in Example 438 (Step 2), by a process 
based on this or a combination of these with a normal procedure. 

1H-NMR (DMSO-d6) 6 : 1.13 (3H, t, J = 7.4 Hz), 3.40 (2H, q, J = 7.4 Hz), 7.22 (1H, s), 7.41 (1H, 
s), 7,64 (2H, dd, J = 8.6, 2.7 Hz), 7.96-8.04 (2H, m), 8.59-8.66 (2H, m), 8.77-8.83 (2H, m), 9.32 
(lH,s). 

ESI-MS (m/e): 516 (M+H). 
Example 457 

4-(p vridin-2- vl sulphan vH-5 -chloro-6-f 6-ethanesulfonvl-pvridin-3 -vlox v V2-p vridin-2-vl - 1 H- 
benzimidazole 

Using pyridine-2-thiol, the title compound was obtained as a pale yellow solid by the same 
procedures as in Example 1 17 and Example 290, a process based on these or a combination of 
these with a normal procedure. 

1H-NMR (CDC13) 6 : 1.31 (3H, t, J = 7.4 Hz)-, 3.40 (2H, q, J = 7.4 Hz), 7.2 (1H, d, J - 7.5 Hz), 
7.05-7.10 (1H, m), 7.31 (1H, dd, J = 8.6, 2.7 Hz), 7.41 (1H, t, J = 6.0 Hz), 7.53 (1H, t, J - 7.4 Hz), 
7.75 (1H, s), 7.88 (1H, t, J = 7.8 Hz), 8.03 (1H, d, J = 8.8 Hz), 8.37 (1H, d, J = 8.0 Hz), 8.41 (1H, 
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d, J « 4.1 Hz), 8.50 (1H, d, J = 2.5 Hz), 8.63 (1H, s). 
ESI-MS (m/e): 524,526 (M+H). 

Examples 458-1, 458-2 

4-( pvridin-2-vl sulphinvlV6-(6-ethanesulfonvl-pvridin-3-vloxvV2-pyridin-2>vl-lH 

-benzimidazole 
and 

4-(pvridin-2-vl sulfonvlV6-(6'ethanesulfonvl-pvridin-3-vloxv)-2-pvridin-2-vl-lH- benzimidazole 
To methanol 3 ml solution of 4-(pyridin-2~yl sulphanyl)-6-(6- 
ethanesulfonyl-pyridin-3-yloxy)-2-pyridin-2-yl-lH-benzimidazole 20 mg obtained in Example 
451 were added OXONE 50 mg and water 0.5 ml, and the reaction liquor was stirred at room 
temperature for three hours. The solvent was eliminated by distillation under reduced pressure, 
and the obtained residue was diluted with ethyl acetate and was washed with water and thereafter, 
was dried with anhydrous magnesium sulphate. The solvent was eliminated by distillation under 
reduced pressure and the obtained residue was purified using reverse phase medium pressure 
liquid chromatography [ODS-AS-360-CC (made by YMC) mobile phase: 
water-acetonitrile-0.1% trifluoroacetic acid]. Saturated aqueous sodium bicarbonate was added to 
the obtained fraction and thereafter, it was extracted with ethyl acetate and was dried with 
anhydrous magnesium sulphate. The solvent was eliminated by distillation under reduced 
pressure, and the title compound was thereby obtained. 

4-(pvridin-2-vl suiphinvn-6-( 6-ethanesulfonvl-pvridin-3-vloxvV2-pvridin-2-vl-l H 

-benzimidazole 

1H-NMR (CDC13) 6 : 1.33 (3H, t, J = 7.4 Hz), 3.40 (2H, q, J = 7.4 Hz), 7.35 (1H, dd, J « 8.8, 2.7 
Hz), 7.37-7.45 (2H, m), 7.55 (1H, d, J - 2.1 Hz), 7.61 (1H, d, J - 2.1 Hz), 7.89 (1H, t, J = 7.8 Hz), 
7.96 (1H, t, J = 7.8 Hz), 8.02 (1H, d, J - 8.6 Hz), 8.15 (1H, d, J = 8.2 Hz), 8.37 (1H, d, J = 7.8 
Hz), 8.49 (1H, d, J = 2.7 Hz), 8.65 (1H, d, J = 3.7Hz), 8.76 (1H, d, J = 4.5 Hz). 
ESI-MS(m/e): 506 (M+H). 

4-rpvridin-2-vl sulfonvn-6-r6-ethanesulfonvl-pvridin-3-vloxv)-2-pvridin-2-vl- 1 H- 

benzo imidazole 

1H-NMR (CDC13) 6 : 1.33 (3H, t, J = 7.4 Hz), 3.40 (2H, q, J - 7.4 Hz), 7.37 (1H, dd, J « 8.6, 2.8 
Hz), 7.44-7.49 (1H, m), 7.55 (1H, dd, J - 7.4, 4.5 Hz), 7.70 (1H, d, J =1, 8 Hz), 7.80 (1H, d, J - 
2.2 Hz), 7.88-7.94 (1H, m), 7.96-8.02 (1H, m), 8.04 (1H, d, J = 8.6 Hz), 8.26 (1H, d, J = 7.4 Hz), 
8.40 (1H, d, J - 8.0 Hz), 8.49 (1H, d, J = 2.7 Hz), 8.73 (1H, d, J = 4.7 Hz), 8.77 (1H, d, J = 4.9 
Hz). 

ESI-MS (m/e): 522 (M+H). 
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Example 459 

6-0-acetyl pvrrolidin-2-vn-5-((2^fluoro biphenvl-4-vn ox vV2-nvridin-2-vl-lH- benzimidazole 
Using 2*-fluoro biphenyl-4-oi, the title compound was obtained as a white solid by the same 
process as in Example 338 (Step 5), by a process based on this or a combination of these with a 
normal procedure. 

1H-NMR (CDC13) 6 : 1.00-2.60 (7H, m), 3.40-4.00 (2H, m), 5.20-5.65 (1H, m), 7.00-7.70 (11H, 
m), 7.80-8.00 (1H, m), 8.25-8.45 (1H, m), 8-50-8.70 (1H, 1). 
ES1-MS (m/e): 493 (M+H). 

Example 460 

6-(l-acetvl pvrrolidin-2-vlV5-(4-(difluoromethvn phenoxvV2-pyridin-2-vl-lH- benzimidazole « 

monotrifluoroacetjc acid salt 

Stepl 

Synthesis of 4-(6-(l -(acetyl Dvrrolidin-2-vn-2-pvridin-2-vl-l-fr2-(trimethvlsilvn ethoxV* 
methyQ-lH-benzimidazol-5-vO oxv) benzaldehyde 

To N-methyl-2-pilori di Don 1 ml solution of l-(2-(6-hydroxy-2-pyridm-2-yl-3-(2-trimethyl 
silanyl-ethoxymethyl)-3H-benzimidazol-5-yl)-pyrrolidin-l-yl)-ethanone 100 mg obtained in 
Example 121 (Step 11) were added successively cesium carbonate 143 mg, p-fluoro 
benzaldehyde 0.048 ml, and the reaction liquor was heated with stirring at 80°C for three hours. 
The reaction liquor was cooled to room temperature, and saturated ammonium chloride aqueous 
solution was added, and the mixture was extracted with ethyl acetate, and the organic layer was 
washed with saturated aqueous sodium chloride solution. After drying, the solvent was 
eliminated by distillation under reduced pressure, and the residue was purified by silica gel 
column chromatography (eluent: chloroform-methanol = 100/1) and the title compound was 
obtained as orange oily substance. 

Step 2 

Synthesis of 6-fl -acetyl pvrrolidin-2-vn-5-(4-(difluoromethvn phenoxvV2-pvridin-2-vl-lH 
-benzimidazole 

To chloroform 0.2 ml solution of 4-(6-(l -(acetyl 

pyrrolidin-2-yl)-2-pyridin-2-yl- 1 -((2-(trimethylsilyl) ethoxy) methyl)- 1 H-benzimidazol-5-y 1) 
oxy) benzaldehyde 22 mg, bis (2-methoxyethyl) amino sulphur trifluoride 0.036 ml was added, 
and the reaction liquor was heated with stirring at 80°C for eight hours. The solvent was 
eliminated by distillation under reduced pressure, then the residue was purified by preparative 
thin layer chromatography (Kieselgel TM60F254, Art5744 (Merck Corporation), 
chloroform/methanol = 9/1), and the title compound was obtained as yellow solid. 
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StepB 

Production of 6-(l-acetvl pvrrolidin-2-vlV5-(4-(difluoromethvri phenoxvV2- 
pvridin-2-vl-lH-benzimidazole * monotrifluoroacetic acid salt 

Trifluoroacetic acid 0.5 ml was added to 6-(l-acetyl pyrrolidin-2-yl)-5-(4-(difluoromethyl) 
phenoxy)-2-pyridin-2-yl-lH-benzimidazole 12 mg, and the reaction liquor was stirred at room 
temperature for one hour. Trifluoroacetic acid was eliminated by distillation under reduced 
pressure, and thereafter the residue was purified using reverse phase medium pressure liquid 
chromatography [ODS-AS-360-CC (made by YMC) mobile phase: water-acetonitrile-0.1% 
trifluoroacetic acid], and solvent of the obtained fraction was eliminated by distillation under 
reduced pressure, and the title compound was obtained as red oily substance. 
1H-NMR(CD30D) 5 : 0.78-0.95 (4H, m), 1.91-2.15 (2H, m), 2.69 (3H, s), 5.38-5.43 (1H, m), 
7.21-7.34 (4H, m), 7.52-7.63 (6H, m), 8.27-8.29 (1H, m). 
ESI-MS (m/e): 449 (M+H). 

Example 461 

H2-(6-(3-chloro-4-methanesu^ 
pvrrolidin- 1 -vlVethanone 

Using (3-chloro-4-methanesulphonyl) phenol, the title compound was obtained as a white solid 
by the same process as in Example 338 (Step 5), by a process based on this or a combination of 
these with a normal procedure. 

1H-NMR (CDC13) 6 : 1.85-2.40 (4H, m), 2.90-3.27 (5H, m), 3.65-3.90 (2H, m), 5.15-5.43 (1H, 
m), 6.90-7.45 (5H, m), 7.84-8.15 (2H, m), 8.35-8.42 (1H, m), 8.60-8.68 (1H, m). 
ESI-MS (m/e): 511 (M+H). 

Example 462 

2-(6-(l-acetyl pYrrolidin-2-Yl)-5-(4-(methanesulphonYl) phenoxy)-lH-benzimidazol-2-yl) (1,3) 
thiazolo (5.4-b^ pyridine ; monotrifluoroacetic acid salt 

Using 2-(4,5-diamino-2-(4-methanesulphonyl«pte acid 
t-butyl ester obtained in Example 306 (Step 3) and (1,3) thiazolo (5,4-b) pyridine-2-carboxylic 
acid, the title compound was obtained as a yellow oily substance by the same process as in 
Example 306 (Step 4) and (Step 5), by a process based on these or a combination of these with a 
normal procedure. 

1H-NMR(CD30D) 6 : 1.60-2.40 (7H, m), 3.00-3.80 (5H, m), 5.00-5.60 (1H, m), 7.20-7.40 (2H, 
m), 7-25-7.80 (3H, m), 7.90-8,10 (2H, m), 8.40-8.80 (2H, m). 
ESI-MS (m/e): 534 (M+H). 

Example 463 

5-(l -acetyl pvrrolidin~2-vlV6-(4-(methanesulphonvU phenoxvV2-(5-(trifluoromethvn 
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pvridin-2- vl V 1 H-benzimidazole 

Using 5-(trifluoromethyl) pyridine-2-carboxylic acid, the title compound was obtained as a white 
solid by the same process as in Example 462, by a process based on this or a combination of 
these with a normal procedure. 

lH-NMR(CDCB) 6 : 0.89 (1H, m), 1.22 (2H, m), 1.88-2.11 (3H, m), 2.27 (1H, m), 3.08 (3H, m), 
3.63-3.76 (1H, m), 3.84 (1H, s), 5.38 (1H, dd, J = 25.8, 8.6 Hz), 7.1 1-7.20 (2H, m), 7.39 (1H, m), 
7.54 (1H, m), 7.93 (2H, m), 8.11 (1H, m), 8.51 (1H, m), 8.93 (1H, m), 10.58-10.88 (1H, m). 
ESI-MS (m7e): 545 (M+H). 

Example 464 

6-0 -acetyl pvrrolidin-2-vlV2-(5-(difluoromethvn pyridin-2-vlV5-(4-methanesulphonvn 

phenoxvV lH-benzimidazole • monotrifluoroacetic acid salt 

Using 5-(difluoromethyl) pyridine-2-carboxylic acid, the title compound was obtained as a 
yellow oily substance by the same process as in Example 462, a process based on this or a 
combination of these with a normal procedure. 

1H-NMR(CD30D) 5 : 0.92 (1H, m), 1.32 (2H, m), 1.89 (1H, m), 1.97-2.08 (2H, m), 2.13-2.14 
(1H, m), 2.69 (3H, s), 3.16-3.17 (3H, s), 5.35 (1H, m), 7.30-7.32 (1H, m), 7.41-7.58 (1H, m), 
7.60-7.62 (1H, m), 8.00-8.02 (3H, m), 8.04-8.22 (2H, m), 9.04 (1H, m). 
ESI-MS (m/e): 527 (M+H). 

Example 465 

6-(l -acetyl pyrrolidin-2-vlV5-(4-fmethoxvmethvn phenoxvV2-pvridin-2-vl- lH-benzimidazole « 
monotrifluoroacetic acid salt 

To methanol 0.5 ml solution of 4-(6-(l-(acetyl 

pym>lidin-2-yl)-2-pyridin-2-yl-l-((2-(trimethylsilyl) ethoxy) methyl)- IH-benzimidazol -5-yl) 
oxy) benzaldehyde 50 mg obtained in Example 460 (Step 1) was added hydroxylation boron 
sodium 7 mg under ice cooling, and the reaction liquor was stirred for one hour. Saturated 
ammonium chloride aqueous solution was added to the reaction liquor and extraction was carried 
out with ethyl acetate. The organic layer was washed with saturated aqueous sodium chloride 
solution, and was dried with anhydrous sodium sulphate, and thereafter the solvent was 
eliminated by distillation under reduced pressure, and the crude product was obtained. To 
dimethylformamide 1 ml solution of the obtained crude product, sodium hydride 10 mg and 
methyl iodide 0.030 ml were added successively and stirred at room temperature for 30 minutes. 
Saturated ammonium chloride aqueous solution was added to the reaction liquor and extraction 
was carried out with ethyl acetate. The organic layer was washed with saturated aqueous sodium 
chloride solution, and was dried with anhydrous sodium sulphate, and thereafter the solvent was 
eliminated by distillation under reduced pressure, and the crude product was obtained. 
Trifluoroacetic acid 0.5 ml was added to the obtained crude product, and the reaction liquor was 
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stirred at room temperature for two hours. Trifluoroacetic acid was eliminated by distillation 
under reduced pressure, and thereafter the residue was purified using reverse phase medium 
pressure liquid chromatography [ODS-AS-360-CC (made by YMC) mobile phase: 
water-acetonitrile-0.1% trifluoroacetic acid], and solvent of the obtained fraction was eliminated 
by distillation under reduced pressure, and the title compound was obtained as a yellow oily 
substance. 

1H-NMR(CD30D) 8 : 1.93 (1H, m), 2.07-2.1 1 (3H, m), 2.18 (2H, m), 2.45 (1H, m), 3.43 (3H, d, 
J - 3-lHz), 3.75-3.95 (2H, m), 4.50 (d, 2H'J= 4-3 Hz), 5.49-5.56 (1H, m), 7.16 (3H, m), 7.44-7.49 
(2H, m), 7.57 (1H, m), 7.70-7.73 (1H, m), 8.15 (1H, m), 8.27-8.30 (1H, m), 8.89 (1H, m). 
ES1-MS (m/e): 443 (M+H). 

Example 466 

l-(4.(6-q-acetvl pvrrolidin-2-vn-2-pvridin-2-vl-lH-benzimidazol-5-vn oxv) phe nvn ethanol « 
rqonotrjlfluoroacetic acid gait 

To tetrahydrofuran 1.3 ml solution of 4-(6-(l -(acetyl 

pyrrohdin-2-yl)-2-pyridin-2-yl- 1 -((2-(trimethylsilyl) ethoxy) methyl)- 1 H-benzimidazol-5-yl) 
oxy) benzaldehyde 70 mg obtained in Example 460 (Step 1) was added methyllithium (1.0M 
diethyl ether solution) 0.4 ml at -78°C, and the reaction liquor was stirred at 78°C for 30 minutes. 
Saturated ammonium chloride solution was added to the reaction liquor and extraction was 
carried out with ethyl acetate. The organic layer was washed with saturated aqueous sodium 
chloride solution, and was dried with anhydrous sodium sulphate, and thereafter the solvent was 
eliminated by distillation under reduced pressure, and the crude product was obtained. 
Trifluoroacetic acid 0.5 ml was added to the obtained crude product and stirred at room 
temperature for 90 minutes, and thereafter, trifluoroacetic acid was eliminated by distillation 
under reduced pressure, and the residue was purified using reverse phase medium pressure liquid 
chromatography [ODS-AS-360-CC (made by YMC) mobile phase: water-acetonitrile-0.1% 
trifluoroacetic acid], and solvent of the obtained fraction was eliminated by distillation under 
reduced pressure, and the title compound was obtained as a yellow oily substance. 
1H-NMR(CD30D) 5 : 0.90-0.96 (1H, m), 1.31 (4H, m), 1.25-1.90 (3H, m), 2, 42 (1H, m), 2.68 
(3H, s), 3.89-3.91 (1H, m), 5.50 (1H, m), 7.02-7.33 (4H, m), 7.42-7.52 (2H, m), 7.59-7.67 (1H, 
m), 8.10-8.14 (1H, m), 8.22-8.26 (1H, m), 8.80-8.87 (1H, m). 
ESI-MS (m/e): 443 (M+H). 

Example 467 

6-f 1 -acetyl pvrrolidm-2-vlV5-(4-( 3-methvl-r 1 .2.41-oxadiazol-5-vn phenoxvV2-pvridin 
-2-vl- 1 H-benzimidazole 

Using 5-(4-iodophenyl)-3-methyl-[l,2,4]-oxadiazole, the title compound was obtained as dark 
brown oily substance by the same process as in Example 122, a process based on this or a 
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combination of these with a normal procedure. 

1H-NMR (CDC13) 6 : 1.39-2.49 (10H, m), 3.42-3.88 (2H, m), 5.14-5.4 (1H, m), 6.70-8.69 (10H, 
m). 

ESI-MS(m/e):481(M+H). 
Example 468 

(l-acetvl-;2-(5-(4-(methanesulphonyl) phenoxvV2-Pvridin-2-vl-lH-benzimidazol-6-vn 

pvrrolidin-3-vi acetate diastereomer A 
Stepl 

Synthesis of 3-<Yt-butvl fd imethvn silvn oxv> dihvdrofuran-2 GHVone 

In 3-hydroxy dihydrofuran-2 (3H)-one 9.0 g dissolved in dimethylformamide 180 ml were added 
successively imidazole 9.0 g, t-butyldimethylsilyl chloride 15.9 g, and the reaction liquor was 
stirred at room temperature for one hour. The reaction liquor was diluted with ethyl acetate and 
was washed using water, then dried with anhydrous sodium sulphate. The solvent was eliminated 
by distillation under reduced pressure and the obtained residue was purified using silica gel 
chromatography (eluent: hexane / ethyl acetate = 5/1) and the title compound was obtained as 
colourless oily supplies. 

Step 2 

Synthesis of N-(4-(2-((t-butvI (di methvn silvn oxvV4-hvdroxv butanovn-3-fluorophenvn 
pvridine-2-carboxamide 

In N-(4-bromo-3-fluorophenyl) pyridine-2-carboxamide 1.1 g dissolved in tetrahydrofuran 100 
ml, n-butyllithium (2.66M hexane solution) 3.1 ml was added dropwise at -78°C, and the reaction 
liquor was stinred at the same temperature for 15 minutes. 3-((t-butyl (dimethyl) silyl) oxy) 
dihydrofuran-2 (3H)-one 1.21 g was added to the reaction liquor, and the reaction liquor was 
stirred at the same temperature for one hour. Saturated aqueous sodium bicarbonate was added to 
the reaction liquor at the same temperature, and it was warmed to room temperature, and 
thereafter, extraction was carried out with acetic acid ethyl ester. The organic layer was dried 
with anhydrous sodium sulphate, and thereafter the solvent was eliminated by distillation under 
reduced pressure and the obtained residue was purified using silica gel chromatography (eluent: 
chlorofonn/methanol = 100/1), and the title compound was obtained as a colourless oily 
substance. 

Step 3 

Synthesis of N-(4-f2-((t-butvl (dimethyl) silvn oxv)-1.4-dihvdroxv butvlV3-fluorophenvn 
pyridine-2-caiboxamide 

To methanol 20 ml solution of N-(4-(2-((t-butyl (dimethyl) silyl) oxy)-4-hydroxy 
butanoyl)-3-fluorophenyl) pyridine-2-carboxamide 860 mg was added sodium borohydride 114 
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mg under ice cooling, and the reaction liquor was stirred at room temperature for 30 minutes. 
Saturated aqueous sodium bicarbonate was added to the reaction liquor, and extraction was 
carried out with chloroform, and it was dried with anhydrous sodium sulphate. The solvent was 
eliminated by distillation under reduced pressure and the obtained residue was purified using 
silica gel chromatography (eluent: chloroform/methanol = 100/1) and the title compound was 
obtained as a white solid. 

Step 4 

Synthesis of N-(4-(3-((t-butvl (dimethyl) silvl) oxv) pvrrolidin-2-vlV3-fluorophenvn 
pvridine-2-carboxamide 

Triethylamine 155 mg and methanesulfonyi chloride 130 mg were added under ice cooling 
successively to chloroform 8 ml solution of N-(4-(2-((t-butyl (dimethyl) silyl) 
oxy)-l,4-dihydroxybutyl)-3-fluoropbenyl) pyridine-2-carboxamide 165 mg, and the reaction 
liquor was stirred at room temperature for 30 minutes. The reaction liquor was diluted with 
chloroform and was washed using saturated aqueous sodium bicarbonate, then dried with 
anhydrous sodium sulphate. The solvent was eliminated by distillation under reduced pressure, 
and, to dimethylformamide 5 ml solution of the obtained residue was added sodium azide 25 mg, 
and the reaction liquor was stirred at 40°C for two hours. The reaction liquor was cooled, and 
thereafter, water was added, and the mixture was extracted with ethyl acetate, and drying was 
carried out with anhydrous sodium sulfate. The solvent was eliminated by distillation under 
reduced pressure, and sodium borohydride 50 mg and copper sulfate • pentahydrate 5 mg were 
added successively to methanol 10 ml solution of the obtained residue, and the reaction liquor 
was stirred at 40°C for two hours. The reaction liquor was cooled, and thereafter, saturated 
aqueous sodium bicarbonate was added and was extracted with chloroform, then dried with 
anhydrous sodium sulphate. The solvent was eliminated by distillation under reduced pressure 
and the - obtained residue was purified using silica gel chromatography (eluent: 
chloroform/methanol = 50/1) and the title compound was obtained as a colourless oily substance. 

Step 5 

Synthesis of l-acetvl-2>( , 2>fluoro-4-(('pvridih-2"Vlcarbonvn amino) phenyl) pvrrolidin-3-vl 
acetate 

To methanol 1 ml solution of N-(4-(3-((t-butyl (dimethyl) silyl) oxy) 
pyrrolidin-2-yl)-3-fluorophenyl) pyridine-2-carboxamide 59 mg was added 4 N hydrochloric 
acid-dioxane 2 ml, and the reaction liquor was stirred at room temperature for one hour. The 
solvent was eliminated by distillation under reduced pressure, and triethylamine 100 mg, acetic 
anhydride 90 mg, N,N-4-dimethylaminopyridine 5 mg were added successively to chloroform 5 
ml solution of the obtained residue, and the reaction liquor was stirred at room temperature for 1 5 
minutes. The solvent was eliminated by distillation under reduced pressure and the obtained 
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residue was purified using silica gel chromatography (eluent: chloroform / methanol = 200/1), 
and obtained the title compound as a colourless oily substance. 

Step 6 

Synthesis of 1 -acetvl-2-( 2-fluoro-5 -nitro-4-f (pvridin-2- vlcaibohvn amino) phenyl) 
pyrrolidin-3-vl acetate diastereomer A and diastereomer B 

Fuming nitric acid 1 . ml was added to N-(4-(3-((t-butyl (dimethyl) silyl) 
oxy)-pyrrolidin-2-yl)-3-fluorophenyl) pyridine-2-carboxamide 57 mg, and the reaction liquor was 
stirred at room temperature for 40 minutes. The reaction liquor was discharged into mixed 
solution of ice-saturated aqueous sodium bicarbonate and was extracted with chloroform, then 
dried with anhydrous sodium sulphate. The solvent was eliminated by distillation under reduced 
pressure, and the obtained residue was refined by preparative thin layer chromatography 
(Kieselgel™60F 25 4, Art5744 (Merck Coiporation), chloroform/methanol = 20/1), and 
respectively obtained diastereomer A and diastereomer B of the title compound as a yellow oily 
substance. 

Step 7 

Production of l-acetvl-2-(5-(4-(metfaanesulphonvD phenoxvV2-pvridin -2-vl-lH- 
benzimidazol-6-vlVpyrrolidinO-vl acetate diastereomer A 

Using 4-(methanesulphonyl) phenol and (l-acetyl-2-(2-fluoro-5-nitro -4-((pyridin-2-ylcarbonyl) 
amino) phenyl) pyrrolidin-3-yl acetate diastereomer A, the title compound was obtained as a 
white solid by the same process as in Example 338 (Step 5), by a process based on this or a 
combination of these with a normal procedure. 

1H-NMR (CDC13) 8 : 1.86-2.42 (8H, m), 3.04-3.10 (3H, m), 3.72-4.02 (2H, m), 5.06-5.38 (2H, 
m), 7.08-7.70 (5H, m), 7.83-7.97 (3H, m), 8.34-8.42 (1H, m), 8.61-8.68 (1H, m), 
10.54-10.65-(lH,m). 
ESI-MS (m/e): 535 (M+H). 

Example 469 

l-acetvl-2-( 5-(4-fmethanesulphonvl) phenoxvV2-pyridin-2-vl-lH-benzimida2ol-6-vfl 

pvrrolidin-3-ol diastereomer A 

To methanol 2 ml solution of (l-acetyl-2-(5-(4-(methanesulphonyl) 
phenoxy)-2-pyridin-2-yl-lH-benzimidazol-6-yl) pyrrolidin-3-yl acetate diastereomer A 14 mg 
obtained in Example 468 was added potassium carbonate 5 mg, and the reaction liquor was 
stirred overnight at room temperature. The solvent was eliminated by distillation under reduced 
pressure, and the obtained residue was refined using preparative thin layer chromatography 
(Kieselgel™60F254, Art5744 (Merck Corporation), chloroform/methanol = 15/1), and obtained 
the title compound as a white solid. 
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1H-NMR (CDC13) 6 : 1.82-2.47 (5H, m), 3.05&3.08 (3H, s), 3.70-3.97 (2H, m), 4.29-4.45 (1H, 
m), 5.00-5.32 (1H, m), 7.00-7.67 (5H, m), 7.81-7.96 (2H, m), 8.00-8.42 (1H, m), 8.60-8.69 (1H, 
m), 10.62-10.85 (1H, m). 
ESI-MS (m/e): 493 (M+H). 

Example 470 

6-n-acetvl-4.5-dihvdro-lH-pvrrole-2-vl)-5-(4-(methancsulphonyn 
phenoxy V2-pyridin-2-yl- 1 H-benzimidazole 

To chloroform 1 ml solution of l-acetyl-2-(5-(4-(methanesulphonyl) 
phenoxy)-2-pyridin-2-yl-lH-benzimidazol-6-yl) pyrrolidin-3-ol diastereomer A 2 mg obtained in 
Example 469 was added bis (2-methoxyethyl) amino sulphur trifluoride 2 mg, and the reaction 
liquor was stirred at room temperature for 15 minutes. The solvent was eliminated by distillation 
under reduced pressure, and the obtained residue was refined using preparative thin layer 
chromatography (Kieselgel™60F254, Art5744 (Merck Corporation), chloroform/methanol = 15/1), 
and obtained the title compound as a colourless oily substance. 

1H-NMR (CDC13) 6 : 1.40-4.43 (10H, m), 7.03-7.80 (6H, m), 7.82-7.95 (3H, m), 8.32-8.46 (1H, 
m), 8.60-8.71 (1H, m), 10.38-10.60 (1H, m). 
ESI-MS (m/e): 475 (M+H). 

Example 471 

lracetvl-2-(5-(4-(methanesulphonvn phenoxvV 2-pyridin-2-vl- 1 H-benzimidazol-6-vD 

pvrrolidin-3-vl acetate diastereomer B 

Using (l-acetyl-2-(2-fluoro-5-nitro-4-((pyridin-2-ylcarbonyl) amino) phenyl) pyrrolidin-3-yl) 
diastereomer B obtained in Example 468 (Step 6), the title compound was obtained by the same 
process as in Example 468 (Step 7), by a process based on this or a combination of these with a 
normal procedure. 

1H-NMR (CDC13) 6 : 1.72-2.30 (8H, m), 3.02-3.08 (3H, m), 3.64-3.99 (2H, m), 5.26-5.47 (1H, 
m), 5.58-5.72 (1H, m), 7.09-7.73 (5H, m), 7.82-7.94 (3H, m), 8.33-8.43 (lH/m), 8.60-8.70 (1H, 
m), 10.47-10.68 (lH,m). 
ESI-MS (m/e): 535 (M+H). 

Example 472 

1 -acetvl-2-f 5-(4-(methanesulphonvn phenoxvV2-pvridin-2-vl-lH-benzimidazol-6-vD 

pvrrolidin-3-ol diastereomer B 

Using (l-acetyl-2-(5-(4-(methanesulphonyl) phenoxy)-2-pyridin-2 -yl-lH-benzimidazol -6-yl) 
pyrrolidin-3-yl acetate diastereomer B obtained in Example 471, the title compound was obtained 
by the same process as in Example 469, a process based on this or a combination of these with a 
normal procedure,. 
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1H-NMR (CDC13) 6 : 1.78-2.25 (5H, m), 3.03-3.10 (3H, m), 3.60-4.00 (2H, m), 4.50-4.68 (1H, 
m), 5.27-5.45 (1H, m), 7.03-7.73 (5H, m), 7.81-7.96 (3H, m), 8.32-8.45 (1H, m), 8.60-8.69 (1H, 
m), 10.51-10.82 (lH,m). 
ESI-MS (m/e): 493 (M+H). 

Example 473 

l-(4-(Y6-(l-acetvl p wolidiD-2-vn-2-pvridin-2-vl-lH-benzimida2ol-5-vn oxvi phenvn 
piperidin-2-one 

Using l-(4-hydroxyphenyl) piperidin-2-one, the tide compound was obtained as an oily 
substance by the same process as in Example 338 (Step 5), by a process based on this or a 
combination of these with a normal procedure. 

1H-NMR (CDC13) 6 : 1.74-2.62 (13H, m), 3.52-3.87 (4H, m), 5.18-5.36 (1H, m), 6.71-7.64 (7H, 
m), 7.76-7.90 (1H, m), 8.26-8.41 (1H, m), 8.56-8.68 (1H, m), 10.98-1 1.33 (1H, m). 
ESI-MS (m/e): 496 (M+H). 

Example 474 

6-(l -acetyl Pvnblidin-2-vlV5-((6-phenvlpvridin-3-vn oxvV2-pvridin -2-vl-lH-benzimidazole 
Using 6-phenyl pyridin-3-ol, the title compound was obtained as yellow solid by the same 
process as in Example 338 (Step 5), by a process based on this or a combination of these with a 
normal procedure. 

1H-NMR(CDC13) 6 : 1.40-2.50 (7H, m), 3.40-4.00 (2H, m), 5-20-5.60 (1H, m)-, 6.90-8.00 (11H, 
m), 8.20-8.45 (1H, m), 8.50-8.70 (2H, m), 10.60-10.90 (1H, m). 
ESI-MS (m/e): 476 (M+H). 

Example 475 

6-0 -acetyl PvnT>liam-2-vlV5-((6-(2-fIuorophenvr> pvridin-3-vn oxvV2-pvridin-2-vl 
- 1 H-benzimidazole 

Using 6-(2-fluorophenyl) pyridin-3-ol, the title compound was obtained as yellow solid by the 
same process as in Example 338 (Step 5), by a process based on this or a combination of these 
with a normal procedure. 

1H-NMR (CDC13) 6 : 1.60-2.50 (7H, m), 3.45-4.00 (2H, m), 5.20-5.60 (1H, m), 6.80-8.05 (10H, 
m), 8.30-8.45 (1H, m), 8.50-8.70 (2H, m), 10.80-11.20 (1H, m). 
ESI-MS (m/e): 494 (M+H). 

Example 476 

l-f2-f6-G-fluoro-4-methanesulphonvl-phenoxvV2-pvridin-2-vl-3H-benzimidazol-5-vn- 
pvrrolidin- 1 -vl Vethanone 

Using (3-fluoro-4-methanesulphonyl) phenol, the title compound was obtained as yellow solid by 



©Rising Sun Communications Ltd. 



http://www.risingsun.coMk 



WO05-063738 



282 



Caution : Translation Standard is 
Post-Edited Machine Translation 



the same process as in Example 338 (Step 5), by a process based on this or a combination of these 
with a normal procedure. 

1H-NMR (CDC13) 6 : 1.87-2.38 (4H, m), 2.85-3.27 (5H, m), 3.60-3.95 (2H„m), 5.20-5.41 (1H, 
m), 6.83-7.00 (1H, m), 7.28-7.40 (4H, m), 7.81-7.98 (2H, m), 8.35-8.42 (1H, m), 8.60-8.68 (1H, 
m). 

ESI-MS (m/e): 495 (M+H). 
Example 477 

1 -(4- { (6-Q -acetyl pmoUdin-2-vlV2-pyridine-2-pvridin-2-vl-l H-benzimidazol-5-vO oxv) 
phenyl) pvrrolidin-2-one 

Using l-(4-hydroxyphenyl) pyrrolidin-2-one, the title compound was obtained as yellow solid by 
the same process as in Example 338 (Step 5), by a process based on this or a combination of these 
with a normal procedure. 

1H-NMR (CDC13) 6 : 1.80-2.40 (6H, m), 2.62 (2H, m), 3.55-3.95 (4H+1/2H, m), 5.28 (1/2H, 
$ m), 6.90-7.10 (3H, m), 7.35 (1H+1/2H, m), 7.45-7.65 (2H+1/2H, m), 7.85 (1H, m), 8.34 (1H, 
m), 8.61 (1H, m), 10.4-10.8 (1H, br). 
ESI-MS (m/e): 482 (M+H). 

Example 478 

H4-((6-0 -acetyl pyrrolidin-2-vlV2-pvridin-2-vl-lH-ben2imidazol-5-vn oxv! phenyl! pvridine-2 
(IHVone 

Using l-(4-hydroxyphenyl) pyridine-2 (lH)-one, the title compound was obtained as an oily 
substance by the same process as in Example 338 (Step 5), by a process based on this or a 
combination of these with a normal procedure. 

1H-NMR (CDC13) 6 : 1.72-2.42 (7H, m), 3.48-3.86 (2H, m), 5.15-5.52 (1H, m), 6.19-6.32 (1H, 
m), 6.61-6:73 (1H, m), 6.80-7.66 (9H, m), 7.77-7.89 (1H, m), 8.32-8.41 (1H, m), 8.52-8.65 (1H, 
m), 11.07-11.48 (lH.m). 
ESI-MS (m/e): 492 (M+H). 

Example 479 

5-((6-(l -acetyl pvrrolidin-2-vn-2-pyridin-2-vl- 1 H-benzimidazol-5-vD oxvV2.2 '-bipvridine * 
monotrifluoroacetic acid salt 

Using 2,2*-bipyridine-5-ol, the title compound was obtained as yellow solid by the same process 
as in Example 338 (Step 5), by a process based on this or a combination of these with a normal 
procedure. 

1H-NMR(CD30D) 5 : 1.80-2.80 (7H, m), 3.160-4.05 (2H, m), 5.20-5.60 (1H, m), 7.50-7.90 (4H, 
m), 8.00-8.15 (1H, m), 8.15-8.25 (1H, m), 8.30-8.40 (1H, m), 8.45-8.60 (1H, m), 8-60-9.00 (5H, 
m). 
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ESI-MS (m/e): 477 (M+H). 
Example 480 

N-(2-(2-(6-(4-methanes ulphonvl-pte^^ 
V2-oxo-ethvD-methane sulfonamide 

Using 5 -(4-methanesulphony l-phenoxy)-2-pyridin-2-y l-6-pyrrolidin-2-y 1- 1 H-benzimidazole 
obtained in Example 162 (Step 7) and N-t-butoxycarbonyl-glycine, the title compound was 
obtained by the same procedures as in Example 171 and Example 178, a process based on these 
or a combination of these with a normal procedure. 

1H-NMR(CD30D) 8 : 1.93-2.14 (3H, m), 2.06-2.27 (1H, m), 2.86 and 2.95 (total 3H, each s), 
3.13 (3H, s), 3.43-4.08 (4H, m), 5.20-5.38 (1H, m), 7.20-7.60 (5H, m), 7.93-8.02 (3H, m), 
8.23-8.30 (1H, m), 8.74 (1H, brs). 
ESI-MS (m7e): 570 (M+H). 

Example 481 

(2-f2-f6-f4-memanesu lphonvl-phenoxvV2-pvridin-2-vl-3H-benzimidazol-5-vlVp\nrTolidm-l-vn-2 
-oxo-ethvlVethvl carbamate ester 

Using 5-(4-memanesulphonyl-phenoxy)-2-pyridin-2-yl-6-pyrrolidin-2-yl-lH-benzimidazole 
obtained in Example 162 (Step 7) and N-t-butoxycarbonyl-glycine, the title compound was 
obtained by the same procedures as in Example 171 and Example 181, a process based on these 
or a combination of these with a normal procedure. 

1H-NMR(CD30D) 6 : 1.18 and 1.23 (total 3H, each t, J = each 7.1 Hz), 1.93-2.14 (3H, m), 
2.22-2.44 (1H, m), 3.12 and 3.13 (total 3H, each s), 3.30-4.13 (6H, m), 5.24-5.33 (1H, m), 
7.20-7.60 (5H, m), 7.93-8.01 (3H, m), 8.28 (1H, t, J = 8.2 Hz), 8.73 (1H, brs). 
ESI-MS (m/e): 564 (M+H). 

Example 482 

6-(l-acetvl pvrrolidi n-2-vn-5-(4 bromo phenoxvV2-pvridin-2-vl-lH-benzimidazole enantiomer 
A 

Step 1 

Synthesis of N-(4-(l -acetyl pyrrolidin -2-vn-5-fluoro-2-nitrophenvn Pvridine-2- carboxamide 
enantiomer A and enantiomer B 

N-(4-(l-acetyl pyrrolidin-2-yl)-5-fluoro-2-nitrophenyl) pyridine-2-carboxamide 100 mg obtained 
by Example 338 (Step 4) was optically-resolved by a column for optical resolution 
(CHIRALPAK OD 2 cm<|> x 25 cmL (made by Daicel Chemicals Co.), mobile phase: hexane / 
ethanol / diethylamine 60/40/0.1, flow rate: 10 ml/min), and enantiomer A (retention time: 17.8 
min), enantiomer B (retention time: 21 .0 min) were respectively obtained as pale yellow solid. 
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Step 2 

Production of 6-(l -acetyl pvrrolidin-2-v0-5-(4 bromo phenoxvV2-pvridin 
-2-yHfl-benzimidazole enantiomer A 

Using N-(4-( 1 -ac ety 1 pyrrolidin-2-y l)-5-fhioro-2-nitropheny 1) pyridine-2-carboxamide 
enantiomer A obtained in Example 482 (Step 1) and 4-brumo(sic)phenol, the title compound was 
obtained as an oily substance by the same process as in Example 338 (Step 5), by a process based 
on this or a combination of these with a normal procedure. 

1H-NMR, (CDC13) 6 : 1.56-2.41 (7H, m), 3.42-3.90 (2H, m), 5.16-5.51 (1H, m), 6.78-7.66 (7H, 
m), 7.80-7.93 (1H, m), 8.32-8.44 (1H, m), 8.54-8.67 (1H, m), 11.14-11.65 (1H, m). 
ESI-MS (m/e): 479 (M+H). 

Example 483 

6-(l -acetyl pvn , olidin-2-vn-5-(4 bromo phenoxvV2-pvridin-2-vl-lH-beiizimidazole enantiomer B 
Using N-(4-(l-acetyl pyrrolidin-2-yl)-5-fluoro-2-nitrophenyl) pyridine-2-carboxamide 
enantiomer B obtained in Example 482 (Step 1) and 4-bnimo(sic)phenol, the title compound was 
obtained as an oily substance by the same process as in Example 338 (Step 5), by a process based 
on this or a combination of these with a normal procedure. 
ESI-MS (m/e): 479 (M+H). 

Examples 484 

6-fl -acetyl pvrrolidin-2-vlV5-((6-f5-methvl-fl.2.41.-oxadiazol-3-vn pvridin-3-vl) 
oxvV2-pvridin-2-vl-lH-benzimidazole 

Using 6-(5-methyl-[l,2,4]-oxadiazol-3-yl) pyridin-3-ol, the title compound was obtained as a 
white solid by the same process as in Example 483, a process based on this or a combination of 
these with a normal procedure. 

'H-NMR (CDC1 3 ) 6 : 1.51-2.43 (7H, m), 2.59-2.74 (3H, m), 3.50-3.93 (2H, ra), 5.17-5.46 (1H, 
m), 7.00-7.72 (4H, m), 7.82-8.13 (2H, m), 8.34-8.44 (1H, m), 8.57-8.69 (2H, m), 10.75-1 1.14 
(lH,m). 

ESI-MS (m/e): 482 (M+H). 
Example 485 

54 1 -acetvl-3-methvlpvrrolidin-2-vO-6-( 4-f methvlsulphonyD phenoxvV2-pyridin-2-vl- 1 H 
-benzimidazole 

Step 1 

Synthesis of N-(3-fluoro-4-r2-(2-hvdroxvethv0 acrvlovfl phenyl) pvridine-2-carboxamide 

To N-(4-bromo-3-fluorophenyl) pyridine-2-carboxamide 1.0 g dissolved in tetrahydrofuran 20 ml 

solution, 60 % sodium hydride 136 mg was added under ice cooling, and the reaction liquor was 
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stirred at the same temperature for 15 minutes. The reaction liquor was cooled to -78°C, and 
thereafter, n-butylUthium (2.66M hexane solution) 1.53 ml was added dropwise, and the reaction 
liquor was stirred at the same temperature for 30 minutes. 3-methylene dihydro-furan-2(3H)-one 
0.36 ml was added to the reaction liquor at the same temperature, and the reaction liquor was 
stirred at the same temperature for two hours, and thereafter, it was warmed to 0°C, and it was 
stirred for 30 minutes. Saturated aqueous sodium bicarbonate was added to the reaction liquor at 
the same temperature, and the mixture was extracted with ethyl acetate, and the organic layer was 
washed using saturated aqueous sodium chloride solution, and dried with anhydrous sodium 
sulphate. The solvent was eliminated by distillation under reduced pressure and the obtained 
residue was purified using silica gel chromatography (eluent: hexane / ethyl acetate = 3/1) and the 
title compound was obtained as a colourless oily substance. 

Step 2 

Synthesis of N-(4-[1.4-dihv(koxv-2-methvl butvD-3-fluorophenvn pvridine-2-carboxamide 
To methanol 8 ml solution of N-(3-fluoro-4-(2-[2-hydroxyethyl) acryloyl) phenyl) 
pyridine-2-carboxamide 320 mg, sodium borohydride 150 mg was added, and the reaction liquor 
was stirred at room temperature for one hour. Saturated aqueous sodium bicarbonate was added 
to the reaction liquor, and extraction was carried out with chloroform and dried with anhydrous 
sodium sulphate. The solvent was eliminated by distillation under reduced pressure and the 
obtained residue was purified using silica gel chromatography (eluent: chloroform / methanol 
=100/1) and the title compound was obtained as a colourless oily substance. 

Step 3 

Synthesis of N-(4-( 1 -acetyl- 3 -methvlpvrrolidin-2-vl V 3 -fluorophenvn pvridine-2-carboxamide 
To chloroform 5 ml solution of N-(4-(l,4-dihydroxy-2-methylbutyl)-3-fluorophenyl) 
pyridine-2-carboxamide 100 mg were added successively triethylamine 0.18 ml, methanesulfonyl 
chloride 0.07 ml, and the reaction liquor was stirred at room temperature for 30 minutes. 
Saturated aqueous sodium bicarbonate was added to the reaction liquor, and extraction was 
carried out with chloroform and dried with anhydrous sodium sulphate. The solvent was 
eliminated by distillation under reduced pressure, and, to dimethylformamide 4 ml solution of the 
obtained residue was added sodium azide 23 mg, and the reaction liquor was stirred at 40°C for 
two hours. The reaction liquor was cooled to room temperature, and thereafter, water was added, 
and the mixture was extracted with ethyl acetate, and drying was carried out with anhydrous 
sodium sulfate. The solvent was eliminated by distillation under reduced pressure, and, to 
methanol 5 ml solution of the obtained residue were added successively sodium borohydride 50 
mg, copper sulfate • pentahydrate 5 mg, and the reaction liquor was stirred at 40°C for 15 minutes. 
The reaction liquor was cooled to room temperaturej and thereafter, saturated aqueous sodium 
bicarbonate was added, extraction was carried out with chloroform and dried with anhydrous 
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sodium sulphate. The solvent was eliminated by distillation under reduced pressure, and, to 
chlorofonn 4 ml solution of the obtained residue were added successively triethylamine 0.08 ml, 
acetic anhydride 0.07 ml, N,N-4-dimethylaminopyridine 5 mg, and the reaction liquor was stirred 
at room temperature for 30 minutes. Saturated aqueous sodium bicarbonate was added to the 
reaction liquor, and extraction was carried out with chloroform and dried with anhydrous sodium 
sulphate. The solvent was eliminated by distillation under reduced pressure and the obtained 
residue was purified using silica gel chromatography (eluent: chloroform / methanol = 100/1) and 
the title compound was obtained as a colourless oily substance. 

Step 4 

Synthesis of N-(4-fl-acetvl-3-methvlpvrrolidin-2-vlV5-fluoro>2>nitrophenvn 
pvridine-2-carboxamide 

Fuming nitric acid 1 ml was added to N-(4-(l-acetyl-3-methylpyrrolidin-2-yl)-3- fluorophenyl) 
pyridine-2-carboxamide 70 mg, and the reaction liquor was stirred at room temperature for two 
hours. The reaction liquor was discharged into ice-saturated aqueous sodium bicarbonate mixed 
solution, extracted with chloroform, and thereafter dried with anhydrous sodium sulphate. The 
solvent was eliminated by distillation under reduced pressure, and the obtained residue was 
refined using preparative thin layer chromatography (Kieselgel™60F 2 54, Art5744 (Merck Co.), 
chloroform/methanol - 10/1), and thereby obtained the title compound as yellow solid. 

Step 5 

Production of 54 1 -acetvl-3-methvlpvrrolidin-2-vlV6-(4-(methanesulphonvn 
phenox v V2-pvridin-2 - vl- 1 H-benzimidazole 
Using N-(4-(l-acetyl-3-methylpyirolid^ 

and 4-(methanesulphonyl) phenol, the title compound was obtained as a white solid in accordance 
with Example 338 (Step 5), a process based on this or a combination of these with a conventional 
procedure. 

'h-NMR (CDCg 5 : 0.81-2.73 (9H, m), 3.03-3.11 (3H, m), 3.36-3.99 (2H, m), 4.65-5.43 (1H, 
m), 7.00-7.75 (5H,), 7.81-7.79 (3H, m), 8.32-8.45 (1H, m), 8.60-8.68 (1H, m), 10.51-10.82 (1H, 
br). 

ESI-MS(m/e):491 (M+H). 
Example 486 

6-((6-q-acetvLpmolidin-2-vl>2^ 
oxvV3 .4-dihvdro-naphthalene-l (2HVone 

Using 6-hydroxy-3,4-dihydro-naphthalene-l (2H)-one, the title compound was obtained as 
yellow solid in accordance with Example 338 (Step 5), a process based on this or a combination 
of these with a conventional procedure. 
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WMR (CDC1 3 ) 6 : 1.00-3.00 (13H, m), 3.40-3.95 (2H, m), 5.00-5.50 (1H, m), 6.60-7.80 (5H, 
m), 7.80-8.20 (2H, m), 8.30-8.50 (1H, m), 8.50-8.80 (1H, m), 10.80-1 1.20 (1H, m). 
ESI-MS (m/e): 467 (M+H). 

Example 487 

6-(l-acetvl pvrrolidin-2-vn-5-f4-flH-imidazol-l-vn phenoxvV2-pyridin-2-vl-lH-benzimidazole 
Using 4-(lH-imidazol-l-yl) phenol, the title compound was obtained as yellow solid in 
accordance with Example 338 (Step 5), a process based on this or a combination of these with a 
conventional procedure. 

*H-NMR (CDC1 3 ) 6 : 1.00-2.50 (7H, m), 3.50-4.50 (2H, m), 5.20-6.00 (1H, m), 6.80-8.80 (13H, 
13). 

ESI-MS (m/e): 465 (M+H). 
Example 488 

6-((6-( 1 -acetyl PvrroIidin-2-vlV2-pvridin-2^vl-lH-benzimidazol-5-vn 
oxvV 1 -methvl-f 1.2.3 .4 Vtetrahvdronaphthalene- 1 -ol 
To tetrahydrofuran 0.5 ml solution of 6-((6-(l -acetyl 

pyrrohdin-2-yl)-2-pyridin-2-yl-lH-benzimid^ (2H)-one 
7 mg obtained in Example 486 was added methylmagnesium bromide (5.0M tetrahydrofuran 
solution) 0.050 ml under ice cooling, and the reaction liquor was stirred at 0°C for 30 minutes. 
The reaction liquor was diluted with chloroform, washed with saturated ammonium chloride 
aqueous solution, and thereafter dried with anhydrous sodium sulphate. The solvent was 
eliminated by distillation under reduced pressure and the obtained residue was purified by 
preparative thin layer chromatography (Kieselgel™60F 2 s4, Art5744 (Merck Co.), 
chloroform/methanol = 10/1), and the title compound was obtained as a colourless oily substance. 
'H-NMR (CDCg 6 : 1.10-2.80 (16H, m), 3.50-4.00 (2H, m), 5.10-5.50 (1H, m), 6.60-7.90 (7H, 
m), 8.30-8.50 (1H, m), 8.50-70 (1H, m). 
ESI-MS (m/e): 465 (M+H). 

Example 489 

6-f ( 6-( 1 -acetyl pvrrolidin-2-y 0-2-pvridin-2-vl- 1 H-benzimidazol-5 - vD 

oxvVr 1 .2.3.41-tetrahvdronaphthalene-l -ol 

To tetrahydrofuran 0.5 ml solution of 6-((6-(l -acetyl 

pyrrolidin-2-yl)-2-pyridin-2--yl-lH-benzimidazol-5-yl) oxy)-3,4-dihydro-naphthalene-l (2H)-one 
7 mg obtained in Example 486 was added sodium borohydride 5 mg under ice cooling, and the 
reaction liquor was stirred at room temperature for 30 minutes. The reaction liquor was diluted 
with chloroform, washed with saturated ammonium chloride aqueous solution, and thereafter 
dried with anhydrous sodium sulphate. The solvent was eliminated by distillation under reduced 
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pressure, and the obtained residue was refined by preparative thin layer chromatography 
(Kieselgel™60F 2 54, Art5744 (Merck Co.), chlorofonn/methanol = 10/1), and obtained the title 
compound as a colourless oily substance. 

'H-NMR (CDCI3) 6 : 1.00-2.50 (14H, m), 4.00-6.00 (3H, m), 6.80-8.50 (9H, m). 
ESI-MS (m/e): 469 (M+H). 

Example 490 

5-(l -acetvl-3-fluoro pvrrolidin-2-vl V6-f4-(methanesulphonvl) 
phenoxvV2-pvridin-2-vl-lH-benzimidazole diastereomer A 

Stepl 

Synthesis of ethyl (2ZV4-((t-butvl (dimethyl) silvH oxvV2-fluorobut-2-enoate 
Tetrahydrofuran 40 ml solution of (diethoxy phosphoryl) (fluoro) ethyl acetate 2.0 g was cooled 
to -78°C, and thereafter, n-butyllithium (2.66M hexane solution) 3.4 ml was added dropwise, and 
the reaction liquor was stirred at the same temperature for 15 minutes. To the reaction liquor was 
added ((t-butyl (dimethyl) silyl) oxy) acetaldehyde 2.1 ml, and the reaction liquor was stirred at 
the same temperature for two hours. Saturated aqueous sodium bicarbonate was added to the 
reaction solution at the same temperature, and it was warmed to room temperature, and thereafter, 
extraction was carried out with ethyl acetate. It was dried using anhydrous sodium sulfate, and 
next the solvent was eliminated by distillation under reduced pressure and the obtained residue 
was purified using silica gel chromatography (eluent: hexane / ethyl acetate = 50/1) and the title 
compound was obtained as a colourless oily substance. 

Step 2 

Synthesis of N-r4-(aZV4-«t-butvl (dimethyl) silvH oxvV2-fluorobut-2-enovlV3-fluorophenvn 
pyridine-2-carboxamide 

To N-(4-bromo-3-fluorophenyl) pyridine-2-carboxamide 1.0 g dissolved in tetrahydrofuran 40 ml 
solution, 60 % sodium hydride 136 mg was added under ice cooling, and the reaction liquor was 
stirred at the same temperature for 20 minutes. The reaction liquor was cooled to -78°C, and 
thereafter, n-butyllithium (2.66M hexane solution) 1.53 ml was added dropwise, and the reaction 
liquor was stirred at the same temperature for 20 minutes. Ethyl (2Z)-4-((t-butyl (dimethyl) silyl) 
oxy)-2-fluorobut-2-enoate 1.07 g was added to the reaction liquor at the same temperature, and 
the reaction liquor was stirred at the same temperature for four hours. Saturated aqueous sodium 
bicarbonate was added to the reaction liquor at the same temperature, and it was warmed to room 
temperature, and thereafter, it was extracted with ethyl acetate, and the organic layer was washed 
using saturated aqueous sodium chloride solution, and dried with anhydrous sodium sulphate. 
The solvent was eliminated by distillation under reduced pressure and the obtained residue was 
purified using silica gel chromatography (eluent: hexane / ethyl acetate = 3/1) and the tide 



©Rising Sun Communications Ltd. 



http^/www.risingsun.co. uk 



WO05-063738 



289 



Caution : Translation Standard is 
Post-Edited Machine Translation 



compound was obtained as a colourless oily substance. 
Step 3 

N-(4-(4-((t-butvl fdimethyH silvH oxvV2-fluoro-l -hydroxy butvlV3-fluorophenvl) 
pvridine-2-carboxamide 

To methanol 20 ml solution of N-(4-((2Z)-4-((t-butyl (dimethyl) silyl) oxy)-2-fluoro 
but-2-enoyl)-3-fluorophenyl) pyridine-2-carboxamide 300 mg was added 10 % palladium-carbon 
catalyst 100 mg, and the reaction liquor was stirred at room temperature under a hydrogen 
atmosphere for four hours. The catalyst was filtered, and the solvent was eliminated by 
distillation under reduced pressure, and, to methanol 4 ml solution of the obtained residue was 
added sodium borohydride 50 mg, and the reaction liquor was stirred at room temperature for one 
hour. 

Saturated aqueous sodium bicarbonate was added to the reaction liquor, and extraction was 
carried out with chloroform and dried with anhydrous sodium sulphate. The solvent was 
eliminated by distillation under reduced pressure and the obtained residue was purified using 
silica gel chromatography (eluent: chloroform/methanol = 100/1) and the title compound was 
obtained as a colourless oily substance. 

Step 4 

Synthesis o f N-f4-(l-acetvl-3-fluoro pvrrolidin-2-vlV3-fluorophenvn pvridine-2-carboxamide 
diastereoisomer A and diastereomer B 

To chloroform 5 ml solution of N-(4-(4-((t-butyl (dimethyl) silyl) 

oxy)-2-fluoro-l-hydroxybutyl)0-fluorophenyl) pyridine-2-carboxamide 100 mg were added 
successively triethylamine 46 mg, methanesulfonyl chloride 39 mg, and the reaction liquor was 
stirred at room temperature for 30 minutes. Saturated aqueous sodium bicarbonate was added to 
the reaction liquor, and extraction was carried out with chloroform and dried with anhydrous 
sodium sulphate. The solvent was eliminated by distillation under reduced pressure, and, to 
dimethylformamide 4 ml solution of the obtained residue was added sodium azide 22 mg, and the 
reaction liquor was stirred at 40°C for two hours. The reaction liquor was cooled, and thereafter, 
water was added, and the mixture was extracted with ethyl acetate, and drying was carried out 
with anhydrous sodium sulfate. The solvent was eliminated by distillation under reduced pressure, 
and tetrabutyl ammonium fluoride (1.0M tetrahydrofuran solution) 0.3 ml was added to 
tetrahydrofuran 4 ml solution of the obtained residue, and the reaction liquor was stirred at room 
temperature for one hour. To the reaction liquor, water was added and the mixture was extracted 
with ethyl acetate, and drying was carried out with anhydrous sodium sulfate. The solvent was 
eliminated by distillation under reduced pressure, and, to chloroform 5 ml solution of the 
obtained residue were added successively triethylamine 46 mg, methanesulfonyl chloride 39 mg, 
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and the reaction liquor was stirred at room temperature for 30 minutes. To the reaction liquor, 
saturated aqueous sodium bicarbonate was added and the mixture was extracted with ethyl 
acetate, and drying was carried out with anhydrous sodium sulfate. The solvent was eliminated by 
distillation under reduced pressure, and copper sulfate • pentahydrate 10 mg, sodium borohydride 
50 mg were added successively to methanol 4 ml solution of the obtained residue, and the 
reaction liquor was stirred at 40°C for one hour. The reaction liquor was cooled, and thereafter, 
saturated aqueous sodium bicarbonate was added, and extraction was carried out with chloroform 
and the chloroform layer was dried with anhydrous sodium sulphate. The solvent was eliminated 
by distillation under reduced pressure, and, to chloroform 4 ml solution of the obtained residue 
were added successively triethylamine 46 mg, acetic anhydride 35 mg, 

N,N-4-dimethylaminopyridine 5 mg, and the reaction liquor was stirred at room temperature for 
30 minutes. The solvent was eliminated by distillation under reduced pressure and the obtained 
residue was purified using preparative thin layer chromatography (chloroform/methanol = 30/1) 
and the title compounds diastereomer A and diastereomer B were respectively obtained as a 
colourless oily substance. 

Step 5 

Production of 5-n-acetvl-3-fluoro pyrrolidin-2-vlV6"(4-fmethanesulphonyn 
phenoxvV2-pvridin-2-vl-lH-benzimidazole diastereomer A 

Fuming nitric acid 0.5 ml was added to N-(4-(l-acetyl-3-fluoro pyrrolidin-2-yl)-3-fluorophenyl) 
pyridine-2-carboxamide diastereomer A 18 mg, and the reaction liquor was stirred at room 
temperature for ten minutes. The reaction liquor was discharged into ice-saturated aqueous 
sodium bicarbonate mixed solution, extracted with chloroform, and thereafter was dried with 
anhydrous sodium sulphate. The solvent was eliminated by distillation under reduced pressure, 
and the crude product was obtained. Using the obtained composition(sic) product and 
4-(methanesulphonyl) phenol, the title compound was obtained as pale yellow solid in 
accordance with Example 338 (Step 5), a process based on this or a combination of these with a 
conventional procedure. 

'H-NMR (CDC1 3 ) 6 : 1.85-2.40 (5H, m), 3.06 and 3.09 (3H, s), 3.79-4.08 (2H, m), 4.96-5.62 (2H, 
m), 7.05-7.70 (5H, m), 7.83-7.99 (3H, m), 8.34-8.43 (1H, m), 8.61-8.69 (1H, m), 10.58-10.84 
(lH,m). 

ESI-MS (m/e): 495 (M+H). 
Example 491 

6-0 -acetyl pvrrolidin-2-vn-2-pvridin-2-vl-5-(4-f2-thienvn phenoxvMH-benzimidazole 
Using 4-(2-thienyl) phenol, the title compound was obtained as yellow solid in accordance with 
Example 338 (Step 5), a process based on this or a combination of these with a conventional 
procedure. 
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! H-NMR (CDCg 6 : 1.05-2.45 (7H, m), 3.40-4.00 (2H, m), 5.10-5.60 (1H, m), 6.80-8.00 (11H, 
m), 8.30-8.50 (1H, m), 8.50-8.80 (1H, m). 
ESI-MS(m/e): 481 (M+H). 

Example 492 

2-(4-((6-a -acetyl pvrrolidin-2-vn-2-pvridin-2-vl-lH-ben2imidazol-5-vn oxv) phenvlllH-iso 
indole-1.3 (2m-dione 

Using 2-(4-hydroxyphenyl)-lH-iso indole- 1,3 (2H) dion, the title compound was obtained as a 
white solid in accordance with Example 338 (Step 5), a process based on this or a combination of 
these with a conventional procedure. 

! H-NMR (CDC1 3 ) 6 : 1.05-2,40 (7H, m), 3.40-4.05 (2H, m), 5.05-5.60 (1H, m), 6.80-8.20 (12H, 
m), 8.30-8.70 (2H, m). 
ESI-MS (m/e): 544 (M+H). 

Example 493 

5- n-acetvl-3-fluoropvrrolidin-2-vlV6-( f 4-fmethanesulphonvn 
phen6xvV2-pvridin-2-vl-lH-benzimidazole diastereomer B 

Using N-(4-(l-acetyl-3-fluoro pyrrolidin-2-yl)-3-fluorpphenyl) pyridine-2-carboxamide 
diastereomer B obtained by Example 490 (Step 4), the title compound was obtained as pale 
yellow solid in accordance with Example 490 (Step 5), a process based on this or a combination 
of these with a conventional procedure. 

'H-NMR (CDC1 3 ) 6 : 1.80-2.45 (5H, m), 3.05 and 3.08 (3H, s), 3.61-4.31 (2H, m), 5.08-5.54 (2H, 
m), 7.03-7.80 (5H, m), 7.81-7.97 (3H, m), 8.33-8.43 (1H, m), 8.60-8.68 (1H, m), 10.52-10.75 
(1H, 1). 

ESI-MS (m/e): 495 (M+H). 
Example 494 

6- f 1-acetvl pvrrolidin-2-vlV5-f4-f 5-methvl-l H-tetrazol-1 -vn 
phenoxvV 2 -pvridin-2- vl- 1 H-benzimidazole 

Using 4-(5-methyl-l H-tetrazol-1 -yl) phenol, the title compound was obtained as a white solid in 
accordance with Example 338 (Step 5), a process based on this or a combination of these with a 
conventional procedure. 

, H-NMR(CD 3 OD) 8: 1.91 and 2.15 (total 3H, each s), 1.97-2.20 (3H, m), 2.22-2.58 (1H, m), 2.63 
and 2.64 (total 3H, each s), 3.62-4.00 (2H, m), 5.34-5.42 (1H, m), 7.22-7.68 (7H, m), 7.94-8.05 
(1H, m), 8.30 (1H, t, J = 7.8 Hz), 8.76 (1H, brs). 
ESI-MS (m/e): 481 (M+H). 

Example 495 
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Etfavl 5-((6-(l -acetyl pyrrolidip-2-viy2-pvridin-2-vl-lH-benzimidazol-5-vn oxv) 
pvridine-2-carboxvlate 

Using ethyl 5-hydroxypyridine-2-carboxylate, the title compound was obtained as yellow solid in 
accordance with Example 338 (Step 5), a process based on this or a combination of these with a 
conventional procedure. 

! H-NMR (CDC1 3 ) 5 : 1.30-1. SO (3H, m), 1.50-2.50 (7H, m), 3.50-3.90 (2H, m), 4.35-4.60 (2H, 
m), 5.10-5.45 (1H, m), .6.90-7.70 (4H, m), 7.80-7.95 (1H, m), 8.00-8.20 (1H, m), 8.30-8.80 (3H, 
m), 10.60-1 1.20 (lH,m). 
ESI-MS (m/e): 472 (M+H). 

Example 496 

6-fl-acetvl pmolidin-2-vlV5-(4-pvrazin-2-vl phenoxvV2-pwidin-2-vl-lH-benzimidazole 
Using 4-pyrazin-2-yl phenol, the title compound was obtained as yellow solid in accordance with 
Example 338 (Step 5), a process based on this or a combination of these with a conventional 
procedure. 

'h-NMR (CDCg 8 : 0.80-2.40 (7H, m), 3.60-3.90 (2H, m), 5.20-5.60 (1H, m), 6.80-8.05 (8H, 
m), 8.30-8.80 (4H, m), 8.90-9.10 (1H, m), 10.40-10.80 (1H, m). 
ESI-MS (m/e): 477 (M+H). 

Example 497 

6-fl -acetyl p\mrolidin-2-vn-5-( > lH-indol-5-vloxvV2-pvridin-2-vl-lH-benzimidazole 

Using lH-indole-5-ol, title-compoimd was obtained as yellow solid in accordance with Example 

338 (Step 5), a process based on this or a combination of these with a conventional procedure. 

'H-NMR (CDC1 3 ) 6 : 1.20-2.40 (7H, m), 3.60-4.00 (2H, m), 5.20-5.60 (1H, m), 6.40-6.60 (1H, 

m), 6.80-8.00 (7H, m), 8.20-8.50 (2H, m), 8.50-8.80 (1H, m). 

ESI-MS (m/e): 438 (M+H). 

Example 498 

(2-(2-(5-(a'-fluorobiphenvl-4-vn oxvV2-p vridin-2-vl-lH-benzimidazol-6-vn 
pyrrolidin-1 -ylV2-oxoethvn methvlamine 

Step 1 

Synthesis of (3-fluoro-4-pyrrolidin-2-vl phenyl) amine dihvdrochloride 
To mixed solution of methanol 50 ml and ethyl acetate 50 ml of 

2-(4-amino-2-fluoro-phenyl)-pyrrolidine-l-carboxylic acid t-butyl ester 19 g obtained in Example 
338 (Step 2) was added 4 N hydrochloric acid-dioxane solution 100 ml under ice cooling, and the 
reaction liquor was stirred overnight at room temperature. The solvent was eliminated by 
distillation under reduced pressure, and the tide compound was obtained as a white solid. 
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Step 2 

Synthesis of 2.2.2-triflu oro-N-(3-fluoro^(l»(trifluoroacetvn pvrrolidin-2-vn phenvn acetamide 
To (3-fluoro-4-pyrrolidin-2-yl phenyl) amine dihydrochloride 20 g suspended in chloroform 200 
ml were added successively pyridine 39 ml and trifluoroacetic anhydride 24 ml under ice cooling, 
and the reaction liquor was stirred at room temperature for 30 minutes. The reaction liquor was 
diluted with ethyl acetate, and it was washed successively with water and saturated aqueous 
sodium chloride solution, and thereafter was dried with anhydrous magnesium sulphate. The 
solvent was eliminated by distillation under reduced pressure, and the title compound was 
obtained as brown oily substance. 

Step 3 

Synthesis o f 2^.2-trifluoro--N^S-fluoro-2-nitro^ri-(trifluoroacetvn pvrrolidin-2-vn phenvn 
acetamide 

Fuming nitric acid 100 ml was added under ice cooling to 

2,2,2-trifluoro-N-(3-fluoro-4-(l-(trifluoroacetyl) pyiTolidin-2-yl) phenyl) acetamide 28 g, and the 
reaction liquor was stirred at room temperature for one hour. Iced water was added to the reaction 
liquor and, after dilution, it was extracted with ethyl acetate and washed using saturated aqueous 
sodium chloride solution, and thereafter dried with anhydrous magnesium sulphate. The solvent 
was eliminated by distillation under reduced pressure and the obtained residue was purified using 
silica gel column chromatography (eluent: hexane / ethyl acetate =10/1) and the title compound 
was obtained as a yellow oily substance. 

Step 4 

Synthesis of t-butvl 2-(4-amino-2-fIuoro-5-nitrophenvn pyrrolidine- 1-carboxvlate 
To 2,2,2-trifluoro-N-(5-fluoro-2-nitro-4-(l-(trifluoroacetyl) pyrrolidin-2-yl) phenyl) acetamide 29 
g dissolved in tetrahydrofuran 150 ml, were added IN sodium hydroxide aqueous solution 150 ml 
under ice cooling, and the reaction liquor was stirred at room temperature for five hours. 
Furthermore, di t-butyl dicarbonate 23 ml was added to the reaction liquor and the reaction liquor 
was stirred for 30 minutes. The reaction liquor was diluted with ethyl acetate, and it was washed 
successively with water and saturated aqueous sodium chloride solution, and thereafter was dried 
with anhydrous magnesium sulphate. The solvent was eliminated by distillation under reduced 
pressure and the obtained residue was purified by silica gel column chromatography (eluent 
hexane / ethyl acetate = 5/1) and the title compound was obtained as a yellow solid 

StepS 

Synthesis of t-butvl 2-(4-amino-2-((2 > -fluorobiphenvl-4-vn oxvV5-nitrophenvn 
pyrrolidine- 1 -carboxvlate 
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To N,N-dimethylformamide 3 ml solution of t-butyl 2-(4-amino-2-fluoro-5-nitrophenyl) 
pyrrolidine- 1-carboxylate 288 mg were added 2'-fluorobiphenyl-4-ol 200 mg and potassium 
carbonate 184 mg, and the reaction liquor was stirred overnight at 80°C. The reaction liquor was 
diluted with ethyl acetate, washed successively with water and saturated aqueous sodium chloride 
solution, and thereafter dried with anhydrous magnesium sulphate. The solvent was eliminated by 
distillation under reduced pressure and the obtained residue was purified by silica gel column 
chromatography (eluent: hexane / ethyl acetate = 5/1) and the title compound was obtained as a 
yellow solid 

Step 6 

Synthesis of t-butvl 2-(4 < 5-diamino-2-((2 , -fluorobiphenvl-4-vD oxv) phenvO 
pyrrolidine- 1 -carboxvlate 

To methanol 5 ml solution of t-butyl 2-(4-amino-2-((2'-fluorobiphenyl-4-yl) oxy)-5-nitrophenyl) 
pyrrolidine- 1-carboxylate 410 mg was added development Raney nickel catalyst 1 ml, and the 
reaction liquor was stirred at room temperature under a hydrogen atmosphere for a whole day. 
The catalyst was eliminated by filtration with celite, and the solvent was eliminated by distillation 
under reduced pressure, and the residue was purified by silica gel column chromatography 
(eluent: hexane / ethyl acetate = 1/1) and the title compound was obtained as brown oily 
substance. 

Step 7 

Synthesis of 5-((2'-fluorobiphenvl-4-vD 
oxy)-2-pyridip-2-yH>6-pyrrolidine-2-y^^H-benzimidazole 

To methanol 5 ml solution of t-butyl 2-(4,5-diamino-2-((2 , -fluorobiphenyl-4-yl) oxy) phenyl) 
pyrrolidine- 1-carboxylate 255 mg were added N-((IE)-pyridin-2-ylmethylene) aniline (1M 
methanol solution) 1.6 ml, and the reaction liquor was stirred at 90°C for a whole day. The 
reaction liquor was diluted with ethyl acetate, washed successively with water and saturated 
aqueous sodium chloride solution, and thereafter dried with anhydrous magnesium sulphate. The 
solvent was eliminated by distillation under reduced pressure, and 4 N hydrochloric acid-dioxane 
solution 5 ml was added to the obtained residue 332 mg, and the reaction liquor was stured at 
room temperature for three hours. The solvent was eliminated by distillation under reduced 
pressure, and extraction was carried out with chloroform after dilution with saturated aqueous 
sodium bicarbonate. The organic layer was washed using saturated aqueous sodium chloride 
solution, and thereafter dried with anhydrous magnesium sulphate. The solvent was eliminated by 
distillation under reduced pressure and the obtained residue was refined by silica gel column 
chromatography (eluent: chloroform-methanol / ammonia water solution = 20/1/0.1) and the title 
compound was obtained as a yellow oily substance. 
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Step 8 

Production of (2-(2-(5-(Y2'-fluorobiphenvl-4-vn oxvV2-pvridin-2-vl-lH-benzimidazol-6-vn 
pvrrolidin-1 -vn-2-oxoethvO methvlamine 

To pyridine 1 ml solution of 5-((2'-fluorobiphenyl-4-yl) oxy)-2-pyridin-2-yl-6-pyrroiidine-2 
-yl-lH-benzimidazole 37 mg were added successively N-(t-butoxy carbonyl)-N-methylglycine 19 
mg, l-(3-dimethylaminopropyl)-3-ethyl carbodiimide • monohydrochloride 24 mg, and the 
reaction liquor was stirred at room temperature for three hours. 4 N hydrochloric acid-dioxane 
solution 2 ml was added to the reaction liquor, and the reaction liquor was stirred at room 
temperature for one hour. The reaction liquor was diluted with chloroform, and it was made basic 
with saturated aqueous sodium bicarbonate. Thereafter, the organic layer was washed using 
saturated aqueous sodium chloride solution, and thereafter was dried with anhydrous magnesium 
sulphate. The solvent was eliminated by distillation under reduced pressure and the obtained 
residue was purified by silica gel column chromatography (eluent; chlorofonn/methanol = 10/1) 
and the title compound was obtained as a straw-coloured solid. 

^-NMRfCDCy 6 : 1.60-2.60 (6H, m), 2.80-3.05 (1H, m), 3.10-4.00 (4H, m), 5.20-5.60 (1H, m), 
6.95-7.70 (1 1H, m), 7-75-7.95 (1H, m), 8.30-8.50 (1H, m), 8.50-8.70 (1H, m). 
ESI-MS (m/e): 522 (M+H). 

Example 499 

6-(l-aceMpvrrolidin-2-vlV5-( r f6-f5-methvl-[L3.41-oxadiazol-2-vn pvridin-3-vn 
oxv)-2-p vridin-2-vl- 1 H-benzimidazole 

Using 6-(5-methyl-[l,3,4]-oxadiazol-2-yl) pyridin-3-ol, the title compound was obtained as a 
yellow oily substance in accordance with Example 338 (Step 5), a process based on this or a 
combination of these with a conventional procedure. 

'h-NMR (CDC1 3 ) 6 : 1.40-2.40 (7H, m), 2.50-2.80 (3H, m), 3.50-3.95 (2H, m), 5.05-5.50 (1H, 
m), 6.80-7.80 (4H, m), 7.80-8.00 (1H, m), 8.05-8.30 (1H, m), 8.30-8.50 (1H, m), 8.50-8.80 (2H, 
m), 10.50-1 l,00(lH,m). 
ESI-MS (m/e): 482 (M+H). 

Example 500 

6-(l -acetyl pvrrolidin-2-vlV 5-( ( 6-(f 1 .3.4]-oxadiazol-2-vn pvridin-3-vn 
oxvV2-pvridin-2-vl-lH-benzimidazole 

Using 6-([l,3,4]-oxadiazol-2-yl) pyridin-3-ol, the title compound was obtained as a yellow oily 
substance in accordance with Example 338 (Step 5), a process based on this or a combination of 
these with a conventional procedure. 

*H-NMR (CDC1 3 ) 6 : 1.40-2.40 (7H, m), 3.50-3.95 (2H, m), 5.05-5.50 (1H, m), 6.80-7.80 (4H, 
m), 7.80-8.00 (1H, m), 8.05-8.80 (5H, m), 10.50-1 1.00 (1H, m). 
ESI-MS (m/e): 468 (M+H). 
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Example 501 

6-( 1 -acetyl pvrrolidin-2-vn-2-pvridin-2>vl-5>f4-pvrimidiii-2-vl phenoxvVl H-benzimidazole 
Using 4-pyrimidin-2-yl phenol, the title compound was obtained as a white solid in accordance 
with Example 338 (Step 5), a process based on this or a combination of these with a conventional 
procedure. 

! H-NMR(CD 3 OD) 6 : 1.90 and 2.13 (total 3H, each s), 1.94-2.53 (4H, m), 3.62-3.80 (1H, m), 
3.80-4.00 (1H, m), 5.38-5.46 (1H, m), 7.16-7.56 (6H, m), 7.95-8.04 (1H, m), 8.24-8.33 (1H, m), 
8.46 (2H, d, J = 9.0 Hz), 8.70-8.79 (1H, m), 8.83-8.85 (2H, m). 
ESI-MS (m/e): 477 (M+H). 

Example 502 

l-(Y5-(Y6-Q-acetvl pvrrolidin-2-vn-2-pvridin-2-vl-lH-benzimidazol-5-vn oxv) pvridin-2-vn 
methyl) pvrrolidine-2.5-dione 

Using l-((5-hydroxypyridin-2-yl) methyl) pyrrolidine-2,5-dione, the title compound was obtained 
as a white solid in accordance with Example 338 (Step 5), a process based on this or a 
combination of these with a conventional procedure. 

*H-NMR (CDC1 3 ) 6 : 1.80-2.46 (7H, m), 2.74-2.86 (4H, m), 3.53-3.90 (2H, m), 4.76-4.87 (2H, 
m), 5.18-5.48 (1H, m), 6.76-7.67 (5H, m), 7.80-7.91 (1H, m), 8.28-8.44 (2H, m), 8.57-8.67 (1H, 
m), 11.07-1 1.41 (lH,m). 
ESI-MS (m/e): 511 (M+H). 

Example 503 

6-(l-acetvl pviTolidin-2-vlV2-pvridin-2-vl-5-((6-f5-(trifluoromethvn -f 1 .2,4]-oxadiazol-3-yl) 
pvridin-3-vD oxvV 1 H-benzimidazole 

Using 6-(5-(trifluoromethyl)-[l,2 > 4]-oxadiazol-3-yl) pyridin-3-ol, the title compound was 
obtained in accordance with Example 338 (Step 5), a process based on this or a combination of 
these with a conventional procedure. 

^-NMRfCD^D) 6 : 1.89-2.54 (7H, m), 3.84-4.01 (2H, m), 5.32-5.42 (1H, m), 7.20-7.80 (4H, 
m), 7.98-8.03 (1H, m), 8.24-8.37 (2H, m), 8.60-8.65 (1H, m), 8.73-8.80 (1H, m). 
ESI-MS (m/e): 536 (M+H). 

Example 504 

6-(l -acetyl pvrrolidin-2-vlV5-( r (6-chloropvridin-3-vn oxvV2-pvridin-2-vl- lH-benzimidazole 
Using 6-chloropyridin-3-ol, the title compound was obtained as a white solid in accordance with 
Example 338 (Step 5), a process based on this or a combination of these with a conventional 
procedure. 

'H-NMR (CDC1 3 ) 8 : 1.60-2.60 (7H, m), 3.50-3.95 (2H, m), 5.10-5.60 (1H, m), 6.80-7.70 (5H, 
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m), 7.80-8.50 (3H, m), 8.50-8.70 (1H, m), 10.60-11.00 (1H, m). 
ESI-MS (m/e): 434 (M+H). 

Example 505 

6-q -acetyl pvrrolidin-2-vn-5-(f6-bromoDvridin-3-vn oxv)-2-pvridin-2-vl- lH-benzimidazole 
Using 6-bromopyridin-3-ol, tbe title compound was obtained as a white solid in accordance with 
Example 338 (Step 5), a process based on this or a combination of these with a conventional 
procedure. 

'h-NMR (CDCg 6 : 1.60-2.60 (7H, m), 3.50-3.95 (2H, m), 5.10-5.60 (1H, m), 6.80-7.70 (5H, 
m), 7.70-8.00 (1H, m), 8.05-8.50 (2H, m), 8.50-8.70 (1H, m), 10.60-1 1.00 (1H, m). 
ESI-MS (m/e): 478, 480 (M+H). 

Example 506 

6-(l-acetvl pyrrolidin^-v n^-^-methoxvovridin^-vn oxvV2-pvridin-2-vl-lH-benzimidazole 
Using 6-methoxypyridin-3-ol, the title compound was obtained as yellow solid in accordance 
with Example 338 (Step 5), a process based on this or a combination of these with a conventional 
procedure. 

*H-NMR (CDC1 3 ) 6 : 1.60-2.60 (7H, m), 3.50-4.10 (5H, m), 5.10-5.70 (1H, m), 6.60-7.70 (5H, 
m), 7.70-7.95 (1H, m), 7.95-8.10 (1H, m), 8.25-8.45 (1H, m), 8.50-8.70 (1H, m), 10.60-11.00 
0H,m). 

ESI-MS (m/e): 430 (M+H). . 
Example 507 

5-(Y2 , -fluorobiphenvl-4-vn oxvV6-n-(methanesulphonvn 
pyrrolidin-2-vlV2-p vridin-2-vl- 1 H-benzimidazole 

Using 5 -((2 '-fluorob iphenyl-4-yl) oxy)-2-pyridin-2-y l-6-pyrrolidine-2-yl- 1 H-benzimidazole 
obtained in Example 498 (Step 7), the title compound was obtained as colourless oil substance by 
the same process as in Example 178, a process based on this or a combination of these with a 
normal procedure. 

J H-NMR (CDCI3) 5 : 1.80-2.20 (3H, m), 2.20-2.50 (1H, m), 2.70-3.00 (3H, m), 3.40-3.80 (2H, 
m), 5.10-5.40 (1H, m), 6.90-8.10 (12H, m), 8.30-8.50 (1H, m), 8.50-8.70 (1H, m), 10.50-10.80 
(lH,m). 

ESI-MS (m/e): 529 (M+H). 
Example 508 

Methyl 2-(5-((2 , -fluorobip henvl-4-vn oxvV2-pvridin-2-vl-lH-benzimidazol-6-vn 
pyrrolidine- 1 -carboxvlate 

Using 5-((2'-fluorobiphenyl-4-yl) oxy)-2-pyridin-2-yl-6-pyrrolidine-2-yl-l H-benzimidazole 
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obtained in Example 498 (Step 7), the title compound was obtained as a colourless oily substance 
by the same process as in Example 181, a process based on this or a combination of these with a 
normal procedure. 

'h-NMR (CDCg 6 : 1.80-2.20 (3H, m), 2.20-2.50 (1H, m), 3.40-3.80 (5H, m), 5.10-5.40 (1H, 
m), 6.90-8.10 (12H, m), 8.30-8.50 (1H, m), 8.50-8.70 (1H, m), 10.50-10.8 (1H, m). 
ES1-MS (m/e): 509 (M+H). 

Example 509 

2-(5-((2 , -fluorobiphenvl-4-vn 

oxvV2-pvridin-2-vl-lH-benzimidazoI-6-vlVN.N-dimethyipyrrolidine-l-carboxami 
Using 5-((2'-fluorobiphenyl-4-yl) oxy)-2-pyridin-2-yl-6-pyrrolidine-2-yl-lH-benzimidazole 
obtained in Example 498 (Step 7), the title compound was obtained as a white solid in accordance 
with Example 336 (Step 1) (Step 2), a process based on this or a combination of these with a 
conventional procedure. 

■h-NMR(CDC1 3 ) 6 : 1.60-2.20 (3H, m), 2.20-2.50 (1H, m), 2.72 (3H, s), 2.84 (3H, s), 3.40-3.80 
(2H, m), 5.10-5.40 (1H, m), 6.90-8.10 (12H, m), 8.30-8.50 (1H, m), 8.50-8.70 (1H, m), 
10.50-10.80 (lH, m). 
ESI-MS (m/e): 522 (M+H). 

Example 510 

1 -((5 -((6-(l -acetyl pvrrolidin-2-vlV2-pvridin-2-vl-lH-benzimidazol-5-vn oxv) pvridin-2-vfl 
methvO pyrTolidin-2-one 

Using l-((5-hydroxypyridin-2-yl) methyl) pyrrolidin-2-one, the title compound was obtained as 
an oily substance in accordance with Example 338 (Step 5), a process based on this or a 
combination of these with a conventional procedure. 

'H-NMR (CDCg 6 : 1-80-2.57 (11H, m), 3.33-3.89 (4H, m), 4.48-4.64 (2H, m), 5.20-5.51 (1H, 
m), 6.77-7.67 (5H, m), 7.77-7.90 (1H, m), 8.27-8.42 (2H, m), 8.56-8.66 (1H, m), 11.16-11.53 
(lH,m). 

ESI-MS (m/e): 497 (M+H). 
Example 511 

6-( 1 -acetyl pyrrolidin-2-vlV5-(4-(3-methvl- 1 H-f 1 .2.4 Vtriazol-5-vn 
phenoxY)-2-pYridm-2-yl-lH-benzimidazole 

Using 4-(3-methyl-lH-[l,2,4]-triazol-5-yl) phenol, the title compound was obtained as an oily 
substance in accordance with Example 338 (Step 5), a process based on this or a combination of 
these with a conventional procedure. 

H-NMR (CDCI3) b : 1.76-2.82 (10H, m), 3.50-3.90 (2H, m), 5.13-5.59 (1H, m), 6.64-8.04 (8H, 
m), 8.23-8.64 (2H, m). 
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ESI-MS (m/e): 480 (M+H). 
Example 512 

6-(l-(difluoro acetyl) pvirolidin -2-vlV5-((T-fluorobiphenvl-4-vn 
oxvV2-pvridin-2-vl-l H-benzimidazole 

Using difluoro acetic acid, the title compound was obtained as a white solid in accordance with 
Example 498 (Step 8), a process based on this or a combination of these with a conventional 
procedure. 

'h-NMR (CDCg 5 : 1.80-2,50 (4H, m), 3.60-4.20 (2H, m), 5.20-6.20 (2H, m), 6.90-8.10 (12H, 
m), 8.30-8.50 (1H, m), 8.50-8.70 (1H, m), 10.50-10.80 (1H, m). 
ESI-MS (m/e): 529 (M+H). 

Example 513 

2-2-(2-(5-((2 > -fluorobiphenvl-4-vn oxvV2-Dvridin-2-vl-lH-be nzimidazol-6-vn 
pyrrolidin-l-vlV2-oxoethvl acetate 

Using acetoxy acetic acid, the title compound was obtained as a yellow oily substance in 
accordance with Example 498 (Step 8), a process based on this or a combination of these with a 
conventional procedure. 

'H-NMR (CDCI3) 8 : 1.60-2.40 (7H, m), 3.40-4.00 (2H, mj, 4.05-4.80 (2H, m), 5.10-5.60 (1H, 
m), 6.90-8.10 (12H, m), 8.30-8.50 (1H, m), 8.50-8.70 (1H, m), 10.50-10.80 (1H, m). 
ESI-MS (m/e): 551 (M+H). 

Example 514 

(5-(Y6-(l -acetyl pvrrolidin-2-vn-2-pvridin-2-vl-lH-be nzimidazol-5-vn oxvl Dvridin-2-vn 
methanol 

To tetrahydrofuran 2 ml solution of ethyl 5-((6-(l-acetyl 

pyirohdin-2-yl)-2-pyridin-2-yl-lH-benzimidazol-5-yI) oxy) pyridine-2-carboxylate 90 mg 
obtained in Example 495 was added lithium aluminium hydride 20 mg under ice cooling, and the 
reaction liquor was stirred at 0°C for 30 minutes. The reaction liquor was diluted with chloroform, 
washed successively with saturated ammonium chloride aqueous solution, saturated aqueous 
sodium bicarbonate and saturated aqueous sodium chloride solution, and thereafter was dried 
with anhydrous sodium sulphate. The solvent was eliminated by distillation under reduced 
pressure, and the obtained residue was refined by preparative thin layer chromatography 
(Kieselgel™60Fi54, Art5744 (Merck Co.), chloroform/methanol = 10/1), and obtained the title 
compound as a white solid. 

'H-NMRtCDCg 6 : L60-2.60 (7H, m), 3.50-4.00 (2H, m), 4.70-4.85 (2H, m), 5.10-5.60 (1H, m), 
6.80-7.70 (5H, m), 7.70-7.95 (1H, m), 8.30-8.50 (2H, m), 8.50-8.70 (1H, m). 
ESI-MS (m/e): 430 (M+H). 
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Example 515 

2-(2-(5-((2 > -fluorobiphenvl-4-vn oxvV2-pvridin-2-vMH-benzimidazol-6-vn 
pvrrolidin-l-viy2-oxo ethanol 

To methanol solution 0.5 ml of 2-(2-5-((2*-fluorobiphenyl-4-yl) 

oxy)-2-pyridinr2-yl-lH-benzimidazol-6-yl) pyirolidin-l-yl)-2-oxoethyl acetate 1 1 mg obtained in 
Example 513 was added potassium carbonate 10 mg, and the reaction liquor was stirred at room 
temperature for one day. The reaction liquor was diluted with chloroform, washed successively 
with water and saturated aqueous sodium chloride solution, and thereafter was dried with 
anhydrous sodium sulphate. The solvent was eliminated by distillation under reduced pressure, 
and the obtained residue was refined by preparative thin layer chromatography 
(Kieselgel™60F254, Art5744 (Merck Co.), chloroform/methanol = 10/1), and obtained the title 
compound as a white solid. 

'h-NMR (CDC1 3 ) 6 : 1.40-2.50 (4H, m), 3.40-4.20 (4H, m), 5.05-5.70 (1H, m), 6.90-8.10 (12H, 
m), 8.30-8.50 (1H, m), 8.50-8.70 (1H, m), 10.50-10.80 (1H, m). 
ESI-MS (m/e): 509 (M+H). 

Example 516 

6-(l -acetyl pyrrol idm-2-vIV5-(T6-ffluoromethvfl pyridin-3-vO 

oxvV2-pvridm-2-vl-lH-benzimidazole 

To chloroform 1 ml solution of (5-((6-(l -acetyl 

pyn , oUdin-2-yl)-2-pyridin-2-yl-lH-benzimidazol-5-yl) oxy) pyridin-2-yl) methanol 17 mg 
obtained in Example 514, bis (2-methoxyethyl) amino suphur tri fluroride 0.050 ml was added 
under ice cooling, and the reaction liquor was stirred at 0°C for two hours. The reaction liquor 
was diluted with chloroform, washed successively with saturated aqueous sodium bicarbonate 
and saturated aqueous sodium chloride solution, and thereafter was dried with anhydrous sodium 
sulphate. The solventwas eliminated by distillation under the reduced pressure, and the obtained 
residue was refined by preparative thin layer chromatography (Kieselgel™60F 2 54» Art5744 
(Merck Co.), chloroform/methanol = 10/1), and obtained the title compound as slight yellow 
solid. 

'H-NMR (CDCg 6 : 1.60-2.60 (7H, m), 3.50-4.00 (2H, m), 5.05-5.60 (3H, m), 6.80-7.70 (5H, 
m), 7.70-7.95 (1H, m), 8.30-8.50 (2H, m), 8.50-8.70 (1H, m), 10.60-11.00 (1H, m). 
ESI-MS (m/e): 432 (M+H). 

Example 517 

6-fl-acetvl pvrrolidm-2-ylV5-((6-(3-^^ 
ox vV2-pvridin-2-vl- 1 H-benzimidazole 

Using 6-(3-methyl [l,2,4]-oxadiazol-5-yl) pyridin-3-ol, the title compound was obtained as an 
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oily substance in accordance with Example 338 (Step 5), a process based on this or a combination 
of these with a conventional procedure. 

'h-NMR (CDCg 6 : 1.65-2.57 (10H, m), 3.48-3.93 (5H, m), 5.17-5.52 (1H, m), 6.82-7.67 (7H, 
m), 7.80-7.91 (1H, m), 8.34-8.44 (1H, m), 8.57-8.67 (1H, m), 1 1.32-1 1.68 (1H, m). 
ES1-MS (m/e): 482 (M+H). 

Example 518 

6-(l-acetvl PVTTolidin-2-vlV5-f4-g-methvl-lH-tetrazol-5-vn 
phenoxvV2-pvridin-2-vl-lH-ben2imidazole 

Using 4-(l-methyl-lH-tetrazol-5-yl) phenol, the title compound was obtained as a white solid by 
the same method as in Example 338 (Step 5), a process based on this or a combination of these 
with a conventional procedure. 

*H-NMR (CDC1 3 ) 8 : 1.83-2.40 (7H, m), 3.58-3.90 (2H, m), 4.15 and 4.19 (total 3H, each s), 
5.16-5.48 (1H, m), 6.93-7.78 (7H, m), 7.80-7.91 (1H, m), 8.34-8.42 (1H, m), 8.56-8.65 (1H, m). 
ESI-MS (m/e): 481 (M+H). 

Example 519 

5-(Y 6-0 -acetyl pvrrolidin-2-vn-2-pvridin-2-vl-lH-benzimidazol-5-vn 
oxvVN-methvlpvridine-2-carboxamide 

Using 5-hydroxy-N-methylpyridine-2-carboxamide, the title compound was obtained as pale 
yellow solid in accordance with Example 338 (Step 5), a process based on this or a combination 
of these with a conventional procedure. 

'H-NMR (CDC1 3 ) 6 : 1.60-2.50 (7H, m), 2.90-3.10 (3H, m), 3.50-4.00 (2H, m), 5.05-5.50 (1H, 
m), 6.80-7.70 (3H, m), 7.70-8.00 (2H, .m), 8.10-8.50 (3H, m), 8.50-8.70 (1H, m). 
ESI-MS (m/e): 457 (M+H). 

Example 520 

3-(5-( (6-( 1 -acetyl Pvrrolidm-2-vlV 2-pvridin-2-vl- 1 H-benzimidazol-5-vD oxv) 
pvridin-2-vl)-l >3-oxazolidin-2-one 

Using 3-(5-hydroxypyridin-2-yl)-l,3-oxazolidin-2-one, the title compound was obtained as pale 
yellow solid in accordance with Example 338 (Step 5), a process based on this or a combination 
of these with a conventional procedure. 

'H-NMR (CDCg 5 : 1.60-2.50 (7H, m), 3.50-4.00 (2H, m), 4.10-4.35 (2H, m), 4.40-4.60 (2H, 
m), 5.20-5.60 (1H, m), 6.80-7.70 (4H, m), 7.70-8.00 (1H, m), 8.10-8.50 (3H, m), 8.50-8.70 (1H, 
m), 10.70-11.10 (lH,m). 
ESI-MS (m/e): 485 (M+H). 

Example 521 
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6-( I -acetyl pmolidin-2-vlV5-(6-methvlpvridin-3-vl sulphanvD-2-pyridin-2-vl- 1 H-benzimidazoIe 
Using 6-methylpyridine-3-thiol, the title compound was obtained as pale yellow solid in 
accordance with Example 338 (Step 5), a process based on this or a combination of these with a 
conventional procedure. 

'H-NMR (CDCg 6 : 1.20-2.50 (10H, m), 3.50-4.00 (2H, m), 5.20-5,60(lH, m), 6.80-8.00 (6H, 
m), 8.20-8.70 (3H, m). 
ES1-MS (m/e): 430 (M+H). 

Example 522 

5- (Y6-(l -acetyl pvrrolidin-2-vlV2-pvridin-2-vl-lH-benzimidazol-5-vn oxv) nicotinic acid methvl 
ester 

Using 5-hydroxy nicotinic acid methyl ester, the title compound was obtained as a white solid in 
accordance with Example 338 (Step 5), a process based on this or a combination of these with a 
conventional procedure. 

! H-NMR(CD 3 OD) b : 1.89 and 2.14 (total 3H, each s), 1.96-2.20 (3H, m), 2.32-2.54 (11H, m), 
3.63-3.90 (2H, m), 3.93 (3H, s), 5.37-5.41 (1H, m), 7.20-7.57 (3H, m), 7.92-8.03 (2H, m), 8.30 
(1H, t, J - 8.4 Hz), 8,65-8.67 (1H, m), 8.74-8.78 (1H, m), 8.89-8.92 (1H, m). 
ESI-MS (m/e): 458 (M+H). 

Example 523 

6- O-acetvl pvrrolidin-2-vlV5-ff6-(methylthio) pvridin-3-vD 
oxvV2-pvridin-2-vl-lH-benzimidazole 

Using 6-methylthio pyridin-3-ol, the title compound was obtained as pale yellow solid in 
accordance with Example 338 (Step 5), a process based on this or a combination of these with a 
conventional procedure. 

*H-NMR (CDC1 3 ) 6 : 1.60-2.70 (10H, m), 3.50-4.00 (2H, m), 5.20-5.60 (1H, m), 6.80-8.10 (6H, 
m), 8.20-8.50 (2H, m), 8.50-8.70 (1H, m), 10.70-11.10 (1H, m). 
ESI-MS (m/e): 446 (M+H). 

Example 524 

6-( 1 -acetyl pvrrolidin-2-vlV5-(4-( 1 .3-dimethvl- 1 H-f 1 .2.41-triazol-5-vn 
phenoxvV2-pvridin-2-vMH-benzimidazole 

Using 4-(l,3-dimethyl-lH-[l,2,4]-triazol-5-yl) phenol, the title compound was obtained as an oily 
substance in accordance with Example 338 (Step 5), a process based on this or a combination of 
these with a conventional procedure. 

■h-NMR (CDC1 3 ) 6 : 1.79-2.2.53 (10H, m), 3.50-3.90 (5H, m), 5.19-5.30 (1H, m), 6.87-7.66 (5H, 
m), 7.77-7.91 (1H, m), 7.96-8.10 (2H, m), 8.33-8.43 (1H, m), 8.56-8.67 (1H, m), 10.82-1 1.08 
(lH,m). 
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ESI-MS (m/e): 494 (M+H). 
Example 525 

6-n-acetvl p yirolidin-2-vlV5-(4-n^ 
phenoxv)-2-pyridin-2-vl- 1 H-benzimidazole 

Using 4-{l,5-dimethyHH-[l,2,4]-triazol-3-yl) phenol, the title compound was obtained as an oily 
substance in accordance with Example 338 (Step 5), a process based on this or a combination of 
these with a conventional procedure. 

'h-NMR (CDCg 6 : 1.79-2.53 (10H, m), 3.50-3.90 (5H, in), 5.19-5.30 (1H, m), 6.87-7.66 (5H, 
m), 7.77-7.91 (1H, m), 7.96-8.10 (2H, m), 8.33-8.43 (1H, m), 8.56-8.67 (1H, m), 10.82-11.08 
(lH,m). 

ESI-MS (m/e): 494 (M+H). 
Example 526 

6-(l-acetvl Pvrrolidin-2- vlV5-f( r 2 , -fluorobiphenvl-4-vn oxvV2-pvrazine-2-vl-l H-benzimidazole 
Using 2-(4-amino-2-fluoro-phenyl)-pyrrolidine-l-carboxylic acid t-butyl ester obtained in 
Example 338 (Step 2), pyrazine-2-caiboxylic acid and 2 , -fluorobiphenyl-4-ol, the title compound 
was obtained as a white solid in accordance with Example 338 (Step 3), (Step 5), a process based 
on these or a combination of these with a conventional procedure. 

'h-NMR (CDC1 3 ) 6 : L20-2.50 (7H, m), 3.50-3.95 (2H, m), 5.10-5.60 (1H, m), 6.80-7.80 (10H, 
m), 8.50-8.90 (2H, m), 9.40-10.00 (1H, m), 10.50-11.20 (1H, m). 
ESI-MS (m/e): 494 (M+H). 

Example 527 

6-q-acetvl pvrrolidip-2- vn-5-r( r 5-chloropvridin-3-vn oxvV2-pvridin-2-vl-lH-benzimidazole 
Using 5-chlpro-3-pyridinol, the title compound was obtained as a white solid in accordance with 
Example 338 (Step 5), a process based on this or a combination of these with a conventional 
procedure. 

, H-NMR(CD 3 OD) 6 : 1.89 and 2.15 (total 3H, each s), 1.94-2.20 (3H, m), 2.29-2.49 (1H, m), 
3.62-3.97 (2H, m), 5.32-5.40 (1H, m), 7.17-7.63 (4H, m), 7.94-8.04 (1H, m), 8.26-8.41 (3H, m), 
8.73-8.79 (lH,m). 
ESI-MS (m/e): 434 (M+H). 

Example 528 

H5-((6-(l -acetyl pyrrolidin-2-vn-2-pvridin-2-vl-lH-benzimidazol-5-vn oxvl pvridin-2-vn 
pyrrolidin-2-one 

Using 1 -(5-hydroxypyridin-2-yl) pyrrolidin-2-one, the title compound was obtained as an oily 
substance in accordance with Example 338 (Step 5), a process based on this or a combination of 
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these with a conventional procedure. 

'h-NMR (CDCg 8 : 1.79-2.43 (9H, m), 2.58-2 71(2H, m), 3.53-3.89 (2H, m), 3.98-4.17 (2H, m), 
5.21-5.57 (1H, m), 6.77-7.57 (4H, m), 7.74-8.66 (5H, m). 
ES1-MS (m/e): 483 (M+H). 

Example 529 

6-fl -acetyl pvrrolidin-2-vIV5>(f6-methvlpvridin-3>vn oxvV2-pvrazine-2-vl-lH-benziinidazoIe 
Using 6-methylpyridin-3-ol, the title compound was obtained as a white solid by the same 
process as in Example 526, a process based on this or a combination of these with a normal 
procedure. 

'H-NMR (CDC1 3 ) 8 : 1.60-2.60 (10H, m), 3.50-3.95 (2H, m), 5.20-5.60 (1H, m), 6.65-7.80 (4H, 
m), 8.20-8.40 (1H, m), 8.50-8.70 (2H, m), 9.50-9.70 (1H, m), 10.60-11.40 (1H, m). 
ESI-MS (m/e): 415 (M+H). 

Example 530 

6-(l-acetvl pvrrolidin-2-vn-5-fr6-rn.2.41-oxadiazol-3-vn pvridin-3-vn 
oxvV2-pvridin-2-vl-lH-beiizimidazoIe 

Using 6-([l,2,4]-oxadiazol-3-yl) pyridin-3-ol, the title compound was obtained as an oily 
substance in accordance with Example 338 (Step 5), a process based on this or a combination of 
these with a conventional procedure. 

'h-NMR (CDC1 3 ) 6 : 1.80-2.43 (7H, m), 3.57-3.92 (2H, m), 5.19-5.46 (1H, m), 6.98-8.43 (7H, 
m), 8.55-8.87 (3H, m), 10.53-10.74 (1H, m). 
ESI-MS (m/e): 468 (M+H). 

Example 531 

6~(l>acetvtpyiTolidin-2-vlV5-(4-fK3-oxazol-4~vn phenoxvV2-pvridin-2-vl-lH-benzimidazole 
Using 4-(l,3-oxazol-4-yi) phenol, the title compound was obtained as a white solid in accordance 
with Example 338 (Step 5), a process based on this or a combination of these with a conventional 
procedure. 

'h-NMR(CD 3 OD) 8 : 1.89-2.20 (6H, m), 2.28-2.50 (1H, m), 3.62-4.00 (2H, m), 5.39-5.50 (1H, 
m), 7.12-7.53 (5H, m), 7.80-7.89 (2H, m), 7.93-8.04 (1H, m), 8.24-8.33 (3H, m), 8.70-8.79 (1H, 
m). 

ESI-MS (m/e): 466 (M+H). 
Example 532 

6-(l-acetvl Pvrrolidin^-vlVS-f^-chloropvridin-S-vn oxvV2-pvrazine-2-vMH-benzimidazole 
Using 6-chloropyridin«3-ol, the title compound was obtained as a white solid in accordance with 
Example 526, a process based on this or a combination of these with a conventional procedure. 
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'h-NMR (CDCg 5 : 1.60-2.60 (7H, m), 3.50-3.95 (2H, m), 5.20-5.60 (1H, m), 6.65-8.30 (5H, 
m), 8.40-8.70 (2H, m), 9.50-9.70 (1H, m), 10.60-11.60 (1H, m). 
ESI-MS (m/e): 435 (M+H). 

Example 533 

6-n-acetvl PvrTolidin-2-vn-5-f4-f2-methvl-2H-tetra2ol-5-vn 
phenoxvV2-pvrazine-2-vl- 1 H-benzimidazole 

Using 4-(2-methyl-2H-tetrazol-5-yl) phenol, the title compound was obtained as a white solid by 
the same process as in Example 526, a process based on this or a combination of these with a 
normal procedure. 

'H-NMRfCDjOD) 6 : 1.90-2.19 (6H, m), 2.27-2.51 (1H, m), 3.61-4.00 (2H, m), 4.43 and 4.44 
(total 3H, each s), 5.38-5.46 (1H, m), 7.23 (2H, d, J = 8.6 Hz), 7.24-7.60 (2H, m), 8.1 1-8.19 (2H, 
m), 8.67-8.70 (1H, m), 8.77 (1H, brs), 9.46 (1H, d, J = 8.6 Hz). 
ESI-MS (m/e): 482 (M+H). 

Example 534 

6-f 1 -acety l pviTolidin-2-vn-5-( ( 6-bromopvridin-3-vn oxvV2-pvrazine-2-vl- 1 H-benzimidazole 
Using 6-bromopyridin-3-ol, the title compound was obtained as a white solid by the same process 
as in Example 526, a process based on this or a combination of these with a normal procedure. 
'H-NMR (CDCy 6 : 1.60-2.50 (7H, m), 3.60-3.95 (2H, m), 5.20-5.50 (1H, m), 6.80-8.40 (5H, 
m), 8.50-8.80 (2H, m), 9.50-9.70 (1H, m), 10.40-1 1.10 (1H, m). 
ESI-MS (m/e): 479,481 (M+H). 

Example 535 

5-n-acetvl-3-fluoropvrrolidin-2-vlV6-C4-(methanesulphonvn 
phenoxv)-2-pvridin-2-vl-lH-benzimidazol enantiomer A and enantiomer B 
5-(l-acetyl-3-fluoro pyrrolidin-2-yl)-6-(4-(methanesulphonyI) 

phenoxy)-2-pyridin-2-yl-lH-benzimidazole diastereomer B 10 mg obtained in Example 493 was 
optically resolved with column for optical resolution (CHIRALPAK AD 2 cm<t> x 25 cmL (made 
by Daicel Chemicals Co.), mobile phase: hexane / ethanol / diethylamine 40/60/0.1, flow rate: 10 
ml/min), and enantiomer A (retention time : 10.5 min) and enantiomer B (retention time : 19.0 
min) were respectively obtained as white solid. 

Enantiomer A 

ESI-MS (m/e): 495 (M+H). 

Enantiomer B 

ESI-MS (m/e): 495 (M+H). 
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Example 536 

6-(l-acetvl pmolidin-2-vlV5-(Y6-n -methyl- 1 H-tetrazol-5-vn pvridin-3-vn 
oxvV2-pvridin-2-v 1- 1 H-benzimidazole 

Using 6-(l-methyl-lH-tetrazol-5-yl) pyridin-3-ol, the title compound was obtained as a white 
solid in accordance with Example 338 (Step 5), a process based on this or a combination of these 
with a conventional procedure. 

'h-NMR^OD) 6 : 1.88 and 2.02 (total 3H, each s), 1.93-2.20 (3H, m), 2.28-2.50 (1H, m), 
3.60-4.00 (2H, m), 4.47 and 4.48 (total 3H, each s), 5.32-5.42 (1H, m), 7.22-7.70 (4H, m), 
7.95-8.02 (1H, m), 8.25-8.32 (2H, m), 8.61-8.64 (1H, m), 8.73 (1H, brs). 
ESI-MS (m/e): 482 (M+H). 

Example 537 

6-( 1 -acetyl pvrTolidin-2-ylV5-( r ( 6-(l -methyl- 1 H-tetrazol-5-vn pvridin-3-vn 
oxvV2-pvrazine-2-vl- 1 H-benzimidazole 

Using 6-(l -methyl- lH-tetrazol-5-yl) pyridin-3-oI, the title compound was obtained as a white 
solid by the same process as in Example 526, a process based on this or a combination of these 
with a normal procedure. 

! H-NMR(CD 3 OD) 5 : 1.91 and 2.16 (total 3H, each s), 2.00-2.20 (3H, m), 2.38-2.55 (1H, m), 
3.63-4.01 (2H, m), 4.50 and 4.51 (total 3H, each s), 5.35-5.44 (1H, m), 7.33-7.60 (2H, m), 
7.66-7.73 (1H> m), 8.27-8.34 (1H, m), 8.65-8.67 (1H, m), 8.71-8.73 (1H, m), 8.78-8.80 (1H, m), 
9.48-9.50 (1H, m). 
ESI-MS (m/e): 483 (M+H). 

Example 538 

6-fl-acetvIpmolidin-2-vlV5-ff6-(2-methvl-2H-tetrazol-5-vn pvridin-3-vn 
ox vV2-pvridin-2-vl- 1 H- benzimidazole 

Using 6-(2-methyl-2H-tetrazol-5-yl) pyridin-3-ol, the title compound was obtained as a white 
solid in accordance with Example 338 (Step 5), a process based on this or a combination of these 
with a conventional procedure. 

l H-NMR(CD 3 OD) 5 : 1.91-2.20 (6H, m), 2.33-2.52 (1H, m), 3.60-4.00 (2H, m), 4.48-4.90 (3H, 
m), 5.37-5.44 (1H, m), 7.22-7.68 (4H, m), 7.97-8.04 (1H, m), 8.19-8.23 (1H, m), 8.25-8.31 (1H, 
m), 8.55-8.59 (1H, m), 8.74 (1H, brs). 
ESI-MS (m/e): 482 (M+H). 

Example 539 

6-H -acetyl pyirolidin-2-vlV5-(4-(5-methvl-l H-tetrazol-1 -vll 
phenoxvV2-pvrazine-2-vl- 1 H-benzimidazole 
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Using 4-(5-methyl-lH-tetrazol-l-yl) phenol, the title compound was obtained as a white solid by 
the same process as in Example 526, a process based on this or a combination of these with a 
normal procedure. 

! H-NMR(CD 3 OD) 6 : 1.91 and 2.16 (total 3H, each s), 1.96-2.20 (3H, m), 2.33-2.54 (1H, m), 
2.63 and 2.64 (total 3H, each s), 3.64-4.00 (2H, m), 5.38-5.43 (1H, m), 7.32-7.57 (4H, m), 
7.61-7.68 (2H, m), 8.70-8.73 (1H, m), 8.78-8.80 (1H, m), 9.47-9.49 (1H, 1). 
ESI-MS (m/e): 482 (M+H). 

Example 540 

6-q -acetyl Dvrrolidin-2>vlV 5-((6-riH-pvra2ol-l-vn pvridin-3-vn 
oxvV2-pvridin-2-vl-lH-benzimidazole 

Using 6-(lH-pyrazol-l-yl) pyridin-3-ol, the title compound was obtained as an oily substance in 
accordance with Example 338 (Step 5), a process based on this or a combination of these with a 
conventional procedure. 

! H-NMR (CDC1 3 ) 6 : 1.67-2.48 (7H, m), 3.50-3.92 (2H, m), 5.14-5.57 (1H, m), 6.41-6.50 (1H, 
m), 6-80-8.03 (7H, m), 8.17-8.67 (4H, m), 11.00-11.11.27 (1H, m). 
ESI-MS (m/e): 466 (M+H). 

Example 541 

6-f 1 -acetyl ovrrolidin-2-vlV2-Dvridin-2 -vl-5-( r (6-r 1 H-rL2.41-triazol-l -vl) pvridin-3-vn 
oxvVlH-benzimidazole 

Using 6-(lH-[l,2,4]-triazol-l-yl) pyridin-3-ol, the title compound was obtained as an oily 
substance in accordance with Example 338 (Step 5), a process based on this or a combination of 
these with a conventional procedure. 

'H-NMR (CDCy 6 : 1.62-2.45 (7H, m), 3.52-3.90 (2H, m), 5.20-5.55 (1H, m), 6.79-8.68 (10H, 
m), 9.02-9.13 (lH,m), 11.17-11.52 (1H, m). 
ESI-MS (m/e): 467 (M+H). 

Example 542 

5-(4-f2-methvl-2H-tetrazol-5-vn phenoxvV2-pvridin-2-vl-6-pvTrolidme-2-vl-lH-benzimidazole 
enantiomer A and enantiomer B 

Using 4-(2-methyl-2H-tetrazol-5-yl) phenol, 5-(4-(2-methyl-2H-tetrazol-5-yl) 
phenoxy)-2-pyridin-2-yl-6-pyrrolidine-2-yl-lH-benzimidazole 59.0 mg obtained by die same 
processes as in Example 162 (Step 2)-(Step 7) was optically resolved with column for optical 
resolution (CHIRALPAK AD 2 cm<|> x 25 cmL (made by Daicel Chemicals Co.), mobile phase: 
ethanol / 2-propanol / diethylamine 25/75/0.1, flow rate: 12-18 ml/min), and enantiomer A and 
enantiomer B were respectively obtained as pale yellow solid, (retention time : enantiomer A 13.5 
min, enantiomer B 30.8 min, CHIRALPAK AD 4.6 mm<|> x 250 cmL (made by Daicel Chemicals 
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Co.), mobile phase: ethanol / 2-propanol / diethylamine 25/75/0.1, flow rate: 1 ml/min). 
Example 543 

6-( 1 -acetyl pvrrolidin-2>vlV5-(4-(2>methvl>2H~tetra2ol-5-vn 
phenoxv)-2-pvridin-2-vI-lH-benzimidazole enantiomer A 
To 5-(4-(2-merayl-2H-tetrazol-5-yl) 

phenoxy)-2-pyridin-2-yl-6-pyrrolidine-2-yHH-ben2imidazole enantiomer A 24.7 mg obtained in 
Example 542 dissolved in chloroform 1 ml was added anhydrous acetic acid 0.006 ml, and the 
reaction liquor was stirred at room temperature for ten minutes. The reaction solvent was 
eliminated by distillation under reduced pressure, and the obtained residue was refined by 
preparative thin layer chromatography (Kieselgel™60F2s 4 , Art5744 (Merck Co.), 
chloroform/methanol = 10/1), and the tide compound, one of chiral body was obtained as a white 
solid. 

! H-NMR(CD 3 OD) 5 : 1.90-Z20 (6H, m), 2.24-2.49 (1H, m), 3.66-4.00 (2H, m), 5.37-5.46 (1H, 
m), 7.12-7.60 (5H, m), 7.94-8.04 (1H, m), 8.04-8.20 (2H, m), 8.29 (1H, t, J - 8.2 Hz), 8.68-8.78 
(lH,m). 

ESI-MS (m/e):481(M+H). 
Example 544 

6-( 1 -acetyl pvrrolidin-2-vlV5-f4-(2-methvl-2H-tetrazol-5-vn 

phenoxvV2-pvridin-2-vl-lH-benzimidazole enantiomer B 

To chloroform 1 ml solution of 5-(4-(2-methyl-2H-tetrazol-5-yl) 

phenoxy)-2-pyridin-2-yl-6-pyrrolidine-2-yl-lH-benzimidazole enantiomer B 30.9 mg obtained in 
Example 542 was added acetic anhydride 0.007 ml, and thereafter, the reaction liquor was stirred 
at room temperature for 10 minutes. The reaction solvent was eliminated by distillation under 
reduced pressure, and the obtained residue was refined by preparative thin layer chromatography 
(Kieselgel™60F 2 54, Art5744 (Merck Co.), chloroform/methanol = 10/1), and the title compound, 
one of chiral body was obtained as a white solid. 
ESI-MS (m/e):481(M+H). 

Example 545 

5-n-acetyl-5-methvlpvrrolidin-2-vn-6-(4-(methanesulphonvl) 
phenoxv)-2-pvridin-2-vl-lH-benzimidazole enantiomer A. B. C and D 
Using 5-methyl dihydrofuran-2(3H)-one, 4-component mixture of the title compound was 
obtained by a process same as Example 485, process based on this or combining these with the 
normal method. The obtained 4-component mixture 15 mg was column for optically resolution 
(CHIRAL-CEL OD-H 2 cmty x 25 cmL (made by Daicel Chemicals Co.), mobile phase: hexane/ 
ethanol diethylamine = 80/20/0.1), and enantiomer A (retention time : 13.67 min), enantiomer B 
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(retention time : 15.24 min), enantiomer C (retention time : 18.96 min) and enantiomer D 
(retention time : 22.90 min) were respectively obtained as pale yellow solid. 

Enantiomer A 

! H-NMR (CDC1 3 ) 6 : 1.23-1.38 (3H, m), 1.50-2.57 (7H, m), 3.04 and 3.08 (3H, s), 4.24-4.60 (1H, 
m), 5.18-5.43 (1H, m), 6.92-7.83 (5H, m), 7.83-7.98 (3H, m), 8.34-8.43 (1H, m), 8.60-8.67 (1H, 
m), 10.84-11.33 (1H, m). 
ESI-MS (m/e): 491 (M+H). 

Enantiomer B 

'H-NMR (CDC1 3 ) 8 : 1.22-2.20 (9H, m), 2.23-2.45(lH, m), 3.04 and 3.08 (3H, s), 4.10-4.22 (1H, 
m), 5.09-5.23 (1H, m), 7.04-7.70 (5H, m), 7.83-7.97 (3H, m), 8.34-8.48 (1H, m), 8.61-8.69 (1H, 
m), 10.73-11.16 (lH,m). 
ESI-MS (m/e): 491 (M+H). 

Enantiomer C 

ESI-MS (m/e): 491 (M+H). 

Enantiomer D. 

ESI-MS (m/e): 491 (M+H). 

Example 546 

6-g-acetvl PVTroHdin-2-vn -5-f(6-(2-methvl-2H-tetra2ol-5-vn pvridin-3-vn 
oxvV2-pvrazine-2-vl-lH-benzimidazole 

Using 6-(2-methyl-2H-tetrazol-5-yl) pyridin-3-ol, the title compound was obtained as a white 
solid in accordance with Example 526, a process based on this or a combination of these with a 
conventional procedure. 

! H-NMR(CD 3 OD) 5 : 1.88-2.20 (6H, m), 2.21-2..31 (1H, m), 3.61-4.00 (2H, m), 4.46 and 4.47 
(total 3H, each s), 5.34-5.44 (1H, m), 7.22-7.71 (3H, m), 8.18-8.25 (1H, m) , 8.50-8.60 (1H, m), 
8.65-8.70 (1H, m), 8.72-8.80 (1H, m), 9.44-9.47 (1H, m). 
ESI-MS (m/e): 483 (M+H). 

Example 547 

6-(l-acetvl Pvrrolidin-2-vn -5-r4-r2-rmethoxvmethvn-2H-tetra2ol-5-vl^ 
phenoxvV2-pvridin-2-vl-lH-benzimidazole 

Using 4-(2-(raethoxymethyl)-2H-tetrazol-5-yl) phenol, the title compound was obtained as a 
white solid in accordance with Example 338 (Step 5), a process based on this or a combination of 
these with a conventional procedure. 
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l H-NMR(CD 3 OD) 6 : 1.90-2.20 (6H, m), 2.22-2.71 (1H, m), 3.53 (3H, s), 5.38-5.46 (1H, m), 
5.96 and 5.97 (total 3H, each s), 7.20-7.56 (5H, m), 7.95-8.03 (1H, m), 8.17-8.22 (2H, m), 8.29 
(1H, t, J = 8.0 Hz), 8.73-8.79 (1H, m). 
ESI-MS (m/e):511(M+H). 

Example 548 

6-H -acetyl pvm)lidin-2-ylV5-((6-(methoxvmethvfl pvridin-3-vn 
oxvV2-pvridin-2-vl- 1 H-benzimidazole 

Using 6-(methoxymethyl) pyridin-3-ol, the title compound was obtained as an oily substance by 
the same process as in Example 483, a process based on this or a combination of these with a 
normal procedure. 

! H-NMR (CDC1 3 ) 6 : 1.60-2.43 (7H, m), 3.34-3.91 (5H, m), 4.45-4.59 (2H, m), 5.20-5.52 (1H, 
m), 6.86-7.67 (5H, m), 7.80-7.90 (1H, m), 8.29-8.48 (2H, m), 8.55-8.67 (1H, m), 10.87-11.27 
(lH,m). 

ESI-MS (m/e): 444 (M+H). 
Example 549 

2-f2-(5-(4-(2-methvl-2H-tetrazol-5-vn phenoxvV2-pvridin-2-vl-lH-benzimidazol-6-vn 
pvrrolidin-l-vO-2-oxo ethanol 

Using 4-(2-methyl-2H-tetrazol-5-yl) phenol, the title compound was obtained as a white solid by 
the same process as in Example 168, a process based on this or a combination of these with a 
normal procedure using 5-(4-(2-methyl-2H-tetrazol-5-yl) 

phenoxy)-2-pyridin-2-yl-6-pyrrolidine-2-yl-lH-benzimidazole obtained by the same processes as 
in Example 162 (Step 2)-(Step 7). 

1 H-NMR(CD 3 OD) 6 : 1.94-2.16 (3H, m), 2.23-2.48 (1H, m), 3.57-4.34 (4H, m), 4.43 and 4.44 
(total 3H, each s), 5.27-5.52 (1H, m), 7.17-7.57 (5H, m), 7.94-8.04 (1H, m), 8.09-8.20 (2H, m), 
8.24-8.32 (1H, m), 8.69-8.81 (1H, m). 
ESI-MS (m/e): 497 (M+H). 

Example 550 

6-H -aceM-3-fluoropvrrolidin-2-vlV^ pvridin-3-vO 
oxvV2-pvridin-2-vl-lH-benzimidazole 

Using N-(4-(l-acetyl-3-fluoro pynrolidin-2-yl)-5-fluoro-2-nitrophenyl) pyridine-2-carboxamide 
diastereomer B obtained in Example 493 and 6-(5-methyl-[l,2,4]-oxadiazol-3-yl) pyridin-3-ol, 
the title compound was obtained in accordance with Example 338 (Step 5), a process based on 
this or a combination of these with a conventional procedure.. 

H-NMR (CDC1 3 ) 5 : 1.82-2.43 (5H, m), 2.68 and 2.70 (3H, s), 3.64-4.40 (2H, m), 5.19-5.40 (1H, 
m), 5.42-5.64 (1H, m), 7.02-7.79 (4H, m), 7.80-7.92 (1H, m), 8.00-8.12 (1H, m), 8.35-8.42 (1H, 
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m), 8.60-8.75 (2H, m), 10.50-10.68 (1H, m). 
ESI-MS (m/e): 500 (M+H). 

Example 551 

6-H -acetyl pyrrolidin-2-vlV5-(4-(2-ethvl-2H-tetrazol-5-vn 
phenoxvV2-pvridin-2-vl-lH-benzimidazole 

Using 4-(2-ethyl-2H-tetrazol-5-yl) phenol, the title compound was obtained as a white solid in 
accordance with Example 338 (Step 5), a process based on this or a combination of these with a 
conventional procedure. 

! H-NMR(CD 3 OD) 6 : 1.68 (3H, t, J = 7.2 Hz), 1.90 and 2.13 (total 3H, each s), 1.97-2.20 (3H, m), 
2.29-2.53 (1H, m), 3.62-4.00 (2H, m), 4.73-7.79 (2H, m), 5.37-5.47 (1H, m), 7.19-7.60 (5H, m), 
7.93-8.03 (1H, m), 8.10-8.20 (2H, m), 8.23-8.33 (1H, m), 8.74 (1H, brs) 
ESI-MS (m/e): 495 (M+H). 

Example 552 

2-f5-f4-( r 2-methvl-2H-tetrazol-5-vn phenoxvV2-pvridin-2-yl-lH-benzimidazol-6-vn 
pyrrolidine- 1 -carboxamide 

Using 4-(2-methyl-2H-tetrazol-5-yl) phenol, the title compound was obtained as a white solid by 
the same process as in Example 184, a process based on this or a combination of these with a 
normal procedure using 5-(4-(2-methyl-2H-tetrazol-5-yl) 

phenoxy)-2-pyridin-2-yl-6-pyrrolidine-2-yl-lH-benzimidazole obtained by the same process as in 
Example 162 (Step 2)-(Step 7). 

I H-NMR(CD 3 OD) 6 : 1.97-2.10 (3H, m), 2.28-2.41 (1H, m), 3.52-3.63 (1H, m), 3.74-3.62 (1H, 
m), 5.26-5.41 (1H, m), 7.10-7.33 (1H, m), 7.23 (2H, d, J = 8.8 Hz), 7.44-7.61 (2H, m), 7.95-7.99 
(1H, m), 8.12 (2H, d, J = 8.8 Hz), 8.27 (1H, d, J = 8.2 Hz), 8.72-8.73 (1H, m). 
ESI-MS (m/e): 482 (M+H). 

Example 553 

6-(l -acetvl-3-fluoro pvrrolidin-2-vlV5-f4-(2-methvl-2H-tetrazol-5-vn 
phenoxvV 2-pvridin-2-vl- 1 H-benzimidazole 

Using 4-(2-methyl-2H-tetrazol-5-yl) phenol, the title compound was obtained as a white solid by 
the same process as in Example 550, a process based on this or a combination of these with a 
normal procedure. 

! H-NMR(CD 3 OD) 5 : 1.83-2.17 (total 3H, each s), 2.10-2.40 (2H, m), 3.62-4.21 (2H, m), 4.41 
and 4.42 (total 3H, each s), 5.23-5.43 (1H, m), 5.46-5.73 (1H, m), 7.10-7.65 (5H, m), 7.94-8.02 
(1H, m), 8.03-8.17 (2H, m), 8.27 (1H, t, J = 8.8 Hz), 8.72 (1H, brs). 
ESI-MS (m/e): 499 (M+H). 
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Example 554 

5 > -a2-pvridin-2>vl-6-pvrrolidine-2-vl-lH-benzimidazol>5-vn oxvV2H-1.2'-bipvridine-2-one 

enantiomer A and enantiomer B 

Using 5'-hydroxy-2H-l ,2'-bipyridin-2-one, 

5 , -((2-pyridin-2-yl-6-pynrolidine-2-yl- 1 H-benzimidazol-5-yl) oxy)-2H- 1 ,2' -bipyridin-2-one 1 5 .0 
mg obtained by the same process as in Example 162 (Step 2)-(Step 7) was optically resolved with 
column for optical resolution (CHIRALPAK AD 2 cm<f> x 25 cmL (made by Daicel Chemicals 
Co.), mobile phase: 2-propanol, flow rate: 10 ml/min), and enantiomer A (retention time: 23.6 
min), enantiomer B (retention time: 50.7 min) were respectively obtained as pale yellow solid. 

Example 555 

5'-(Y6-( 1 -acetyl pvrrolidin-2- vl V2-pvridin-2-vl- 1 H-benzimidazol-5-vn 
oxyl^-U'-bipyrydin^-one enantiomer A 

To 5 '-((2-pyridin-2-yl-6-pyirolidine-2-yl- 1 H-benzimidazol-5-yl) oxy)-2H- 1 ,2'-bipyridin-2-one 
enantiomer A 6.5mg obtained in Example 554 dissolved in chloroform 1 ml was added acetic 
anhydride 0.003 ml, and thereafter the reaction liquor was stirred at room temperature for 30 
minutes. The reaction solvent was eliminated by distillation under reduced pressure, and the 
obtained residue was refined by preparative thin layer chromatography (Kieselgel™60F254, 
Art5744 (Merck Co.), chloroform/methanol = 10/1), and the title compound, one of chiral body 
was obtained as a white solid. 

H-NMR(CD 3 OD) 6 : 1.91 and 2.16 (total 3H, each s), 1.94-2.20 (3H, m), 2.32-2.52 (1H, m), 
3.63-3.98 (2H, m), 5.38-5.44 (1H, m), 6.49-6.54 (1H, m), 6.63-6.68 (1H, m), 7.23-7.58 (3H, m), 
7.60-7.67 (2H, m), 7.77 (1H, dd, J = 8.8, 15.8 Hz), 7.87-7.93 (1H, m), 7.95-8.01 (1H, m), 
8.27-8.31 (1H, m), 8.41 (1H, d, J = 2.9 Hz), 8.73 (1H, t, J = 4.7 Hz) 
ESI-MS (m/e): 493 (M+H). 

Example 556 

5*-((6-n -acetyl pvrrolidin-2 -vn-2-pvridin-2-vl-lH-benzimidazol-5-vn 
oxvV2H-1.2 > -bipvridin-2-one enantiomer B 

To chloroform 1 ml solution of 5X(2-pyridin-2-yl-6-pyrrolidine-2-yl-lH-benzimidazol-5-yl) 
oxy)-2H-l,2'-bipyridin-2-one enantiomer B 5.8 mg obtained in Example 554, acetic anhydride 
0.003 ml was added, and thereafter the reaction liquor was stirred at room temperature for 30 
minutes. The reaction solvent was eliminated by distillation under reduced pressure, and the 
obtained residue was refined by preparative thin layer chromatography (Kieselgel™60F254, 
Art5744 (Merck Co.), chloroform/methanol = 10/1), and the title compound, one of chiral body 
was obtained as a white solid. 
ESI-MS (m/e): 493 (M+H). 
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Example 557 

6-fcis-l-acetvl^-fluoropmolidb>2-vlV5-(4-(2-methvl-2H-tetrazol>5-vn 

phenoxvV2-pvridin-2-vl-lH-benzimidazole 

Using 

cis-l-acetyl-2-(5-nitro-2-fluoro-4-((pyridine-2-c^ 

obtained in Example 325 (Step 5) and 4-(2-methyl-2H-tetrazol-5-yl) phenol, the title compound 
was obtained as a white solid in accordance with Example 325 (Step 6), a process based on this 
or a combination of these with a conventional procedure. 

'H-NMRfCDjOD) 5 : 1.80-2.84 (2H, m), 1.94 and 2.25 (total 3H, each s), 3.90-4.30 (2H, m), 
4.43 (3H, s), 5.28-5.50 (1H, .m), 5.51-5.59 (1H, m), 7.18-7.64 (5H, m), 7.94-8.01 (1H, m), 
8.12-8.18 (2H, m), 8.25-8.29 (1H, m), 8.70-8.77 (1H, m). 
ESI-MS (m/e): 499 (M+H). 

Example 558 

3-(4-f(6-fl-acetyl pvrrolidin-2-vn-2-pyridin-2-vl-lH-benzimidazol-5-vn oxv) 
phenvlV 1 .3 -oxazolidin-2-one 

Using 3-(4-hydroxyphenyl)-l,3-oxazolidin-2-one, the title compound was obtained as yellow oily 
substance by the same process as in Example 483, a process based on this or a combination of 
these with a normal procedure. 

'h-NMR (CDCg 6 : 1.20-2.50 (7H, m), 3.50-4.00 (2H, m), 3.90-4.25 (2H, m), 4.40-4.60 (2H, 
m), 5.20-5.60 (1H, m), 6.80-7.70 (7H, m), 7.80-8.00 (1H, m), 8.25-8.50 (1H, m), 8.50-8.80 (1H, 
m), 10.50-10.80 (1H, m). 
ESI-MS (m/e): 484 (M+H). 

Example 559 

6-f 1 -acetyl p vuolidin-2-vlV 5-((6-methylp vridin-3 -vD oxvV 2-pvridin-2- vl- 1 H-benzimidazole 
Using 6-methylpyridin-3-ol, the title compound was obtained as an oily substance by the same 
process as in Example 483, a process based on this or a combination of these with a normal 
procedure, 

] H-NMR (CDC1 3 ) 6 : 1-72-2.59 (10H, m), 3.53-3.90 (2H, m), 5.20-5.55 (1H, m), 6.81-7.66 (5H, 
m), 7.78-7.92 (1H, m), 8.28-8.43 (2H, m), 8.55-8.66 (1H, m), 11.07-11.55 (1H, m). 
ESI-MS (m/e): 414 (M+H). 

Example 560 

6-0 -acetyl pvTTolidin-2-vlV5-ff6-pvrazin-2-vl pvridin-3-vD 
oxvV2-pvridin-2-vl- 1 H-benzimidazole 

Using 6-pyrazin-2-yl pyridin-3-ol, the title compound was obtained as a yellow oily substance by 
the same process as in Example 483, a process based on this or a combination of these with a 
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normal procedure. 

'h-NMR (CDC1 3 ) 8 : 0.80-2.40 (7H, m), 3.60-3.90 (2H, m), 5 .20-5.60 (1H, m), 7.00-7.80 (4H, 
m), 7.80-8.00 (1H, m), 8.30-8.50 (2H, m), 8.50-8.80 (4H, m), 9.50-9.70 (1H, m), 10.40-10.80 
(lH,m). 

ESI-MS (m/e): 478 (M+H). 
Example 561 

6-f cis- 1 -acetvl-4-fluoro PViTolidiD-2-vn-5-(( r 2 , -fluorobiphenvl-4-vn 
oxvV2-pvridin-2-vl-lH-benzimidazole 

Using cis- 1 -acetyl-2-(5-nitro-2-fluoro-4-((pyridine-2-carbonyl)-amino)-phenyl)-4 
-acetoxy-pyrrolidine obtained in Example 325 (Step 5) and 2 , -fluorobiphenyl-4-oi, the title 
compound was obtained as a yellow oily substance in accordance with Example 325 (Step 6), a 
process based on this or a combination of these with a conventional procedure. 
'h-NMR (CDC1 3 ) 6 : 0.80-2.80 (6H, m), 3.80-4.40 (2H, m), 5.05-5.50 (1H, m), 7.00-7.70 (11H, 
m), 7.75-7.95 (1H, m), 8.30-8.50 (1H, m), 8.50-8.75 (1H, m), 10.60-10.80 (1H, m). 
ESI-MS (m/e): 511 (M+H). 

Example 562 

6-( r cis-l-acetvl-4-fluoro Pvrrolidin-2-vlV5-(4-pvrazin-2-vl 
phenox v V2-pvridin-2- vl- 1 H-benzimidazole 

Using cis-l-acetyl-2-(5-nitro-2-fluoro-4-((pyridine-2 -carbonyl>amino)-phenyI-4-acetoxy 
-pyrrolidine obtained in Example 325 (Step 5) and 4-pyrazin-2-yl phenol, the title compound was 
obtained as yellow oily substance in accordance with Example 325 (Step 6), a process based on 
this or a combination of these with a conventional procedure. 

'H-NMR (CDC1 3 ) 6 : 1.20-2.80 (6H, m), 3.80-4.40 (2H, m), 5.20-5.50 (1H, m), 7.00-7.70 (5H, 
m), 7.80-7:95 (1H, m), 7.95-8.20 (2H, m), 8.30-8.50 (2H, in), 8.50-8.80 (2H, m), 8.95-9.20 (1H, 
m), 10.60-10.80 (1H, mj. 
ESI-MS(m/e): 495 (M+H). 

Example 563 

N-((5-(Y6-(l -acetyl Pvrrolidin-2-vn-2-pvridin-2-vl-lH-benzimidazol-5-vn oxv) pvridin-2-vO 
methyl) acetamide 

Using N-((5-hydroxypyridin-2-yl) methyl) acetamide, the title compound was obtained as oily 
substance by the same process as in Example 483, a process based on this or a combination of 
these with a normal procedure. 

'H-NMR (CDCg 5 : 1.83-2.47 (10H, m), 3.54-3.90 (2H, m), 4.48-4.59 (2H, m), 5.21-5.50 (1H, 
m), 6.66-7.69 (6H, m), 7.79-7.91 (1H, m), 8.30-8.44 (2H, m), 8.54-8.69 (1H, m), 10.96-11.29 
(lH,m). 
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ESI-MS (m/e): 471 (M+H). 
Example 564 

6-g -acetyl pvrrolidin-2-vlV5-ff6-fluoropyridin-3-vn oxvV2-pvridin-2-vl-lH-benzimidazole 
Using 6-fluoropyridin-3-ol, the title compound was obtained as yellow oily substance in 
accordance with Example 338 (Step 5), a process based on this or a combination of these with a 
conventional procedure. 

! H-NMR (CDCg 5 : 1.40-2.50 (7H, m), 3.50-4.00 (2H, m), 5.00-5.60 (1H, m), 6.80-7.70 (5H, 
m), 7.80-7.95 (1H, m), 8.00-8.15 (1H, m), 8.25-8.50 (1H, m), 8.50-8.70 (1H, m), 10.60-10.80 
(lH,m). 

ESI-MS(m/e):418[M+H]. 
Example 565 

Cis-I-(4- fluoro-2-(6-(6-cvano-pvridin-3-vto^ 
l-vlVethanone enantiomer A and enantiomer B 

Step 1 

Synthesis of cis-l-f4-fluoro-2-f6-(6-cvano-pvridin-3-vloxvV2-pvridin-2-vl-3H 
-benzimidazol-5-vlVpvrrolidin-l-vn-ethanone 

In accordance with Example 325 (Step 6), a process based on this or a combination of these with 
a conventional procedure, the title compound was obtained using 
cis-l-acetyl-2-(5-nitro-2-fluoro-4-((pyridine-2-carbonyl)-amino)-phenyl)-4-aceto^ 
obtained in Example 325 (Step 5) and 6-cyano-pyridin-3-ol. 

Step 2 

Production of 

cis-l-(4-fl uoro-2-(6-(6-cvano-pvrifl^ 
1-vlVethanone enantiomer A and enantiomer B 

Using cis-l-(4-fluoro-2-(6-(6-cyano-pyridin-3-yloxy)-2-pyridln-2-yl-3H-benzirnidazol 
-5-yl)-pyrrolidin-l-yl)-ethanone of racemic body obtained in (Step 1), the title compound was 
respectively obtained by the same process as in Example 333, a process based on this or a 
combination of these with a normal procedure. 

Enantiomer A. 

^-NM^CDjOD) 6 : 1.91 (3H x 1/2, s), 2.22 (3H x 1/2, s), 2.32-2.67 (2H, m), 3.95-4.30 (2H, m), 
5.27-5.47 (2H, m), 7.35-7.64 (3H, m), 7.85-7.92 (1H, m), 7.97-7.99 (1H, m), 8.29 (1H, t, J = 7.6 
Hz), 8.60 (1H, d, J = 3.1 Hz), 8.74 (1H, s). 
ESI-MS (m/e): 443 (M+H). 
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Enantiomer B. 

ESI-MS (m/e): 443 (M+H). 

Example 566 

^l-acetyl-3-fluoropy^ 

oxvV2-pvridin-2-vl-lH-benzimidazole enantiomer A 
Step 1 

Synthesis of N-(4-(l -acetvl-3-fluoro pvm)lidin-2-vD-5-fluoro-2-nitrophenvr) 
pvridine-2-carboxamide enantiomer A and enantiomer B 

N-(4-(l-acetyl-3-fluoro pyrrolidin-2-yl)-5-fluoro-2-nitrophenyl) pyridine-2-carboxamide 
diastereomer B300 mg obtained in Example 493 was optically resolved with column for optical 
resolution (CHIRAL CEL OD 2 cm<|> x 25 cmL (made by Daicel Chemicals Co.), mobile phase: 
hexane / ethanol / diethylamine 50/50/0.1, flow rate: 10 ml/min), and enantiomer A and 
enantiomer were respectively obtained as yellow solid. 

Step 2 

Production of 6-(l-acetvl-3-fluoro pvrrolidin-2-ylV5-((T-fluorobiDhenvl-4-vn 
oxvV2-pwidin-2-vl-lH-benzimidazole enantiomer A 

Using N-(4-(l-acetyl-3-fluoro pyrrolidin-2-yl)-5-fluoro-2-nitrophenyl) pyridine-2-carboxamide 
enantiomer A and 2'-fluorobiphenyl-4-ol, the title compound was obtained in accordance with 
Example 338 (Step 5), a process based on this or a combination of these with a conventional 
procedure. 

*H-NMR (CDCy 5 : 1.82-2.43 (5H, m), 3.63-4.36 (2H, m), 5.25-5.70 (2H, m), 7.07-7.58 (1 1H, 
m), 7.74-7:90 (1H, m), 8.35-8.43 (1H, m), 8.58-8.68 (1H, m), 10.37-10.60 (1H, m). 
ESI-MS (m/e): 511 (M+H). 

Example 567 

6-n-aceM-3-fluoropvrrolidin-2-vlV5-( f f2-fluorobipherivl-4-vn 
oxvV2-pvridin-2-vl-lH-benzimidazole enantiomer B 

Using N-(4-(l-acetyl-3-fluoro pyrrolidin-2-yl)-5-fluoro-2-nitrophenyl) pyridine-2-carboxamide 
enantiomer B obtained in Example 566 (Step 1), the title compound was obtained in accordance 
with Example 566 (Step 2), a process based on this or a combination of these with a conventional 
procedure. 

ESI-MS(m/e):511(M+H). 



Example 568 
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Cis-l-(4-fluoro-2-(6-(4-ethanesulfonvl-phenoxv^ 
n-l-vO-ethanone 

Using 4-ethanesulfonyl-phenol, the title compound was obtained in accordance with Example 
565 (Step 1), a process based on this or a combination of these with a conventional procedure. 
! H-NMR(CD 3 OD) 6 : 1.90 (3H x 0.5, s), 2.22 (3H x 0.5, s), 2.25-2.75 (2H, m), 3.88-4.39 (2H, m), 
5.24-5.48 (2H, m), 7.23-7.75 (5H, m), 7.90-8.02 (3H, m), 8.27-8.30 (1H, m), 8.73-8.75 (1H, m). 
ESI-MS (m/e): 509 (M+H). 

Example 569 

3-f4-fr6-n -acetyl pvrrolidin-2-vn-2-pvra2ine-2-vl-lH-benzimidazol-5-vn oxyl 
phenvlVL3-oxazolidine-2-one enantiomer A 

Step 1 

Synthesis of t-butvl 2-(2-fluoro-4-(Ypvrazine-2-vlcarbonvn aminol phenvn 

pyrrolidine- 1 -carboxvlate 

In2-(4 

-amino-2-fluoro-phenyl)-pyrrolidine-l-carboxylic acid t-butyl ester 3 g obtained in 
Example 338 (Step 2) dissolved in pyridine 5 ml were added successively pyrazine-2-carboxylic 
acid 1.5 g, l-(3-dimethylaminopropyl)-3-ethyl carbodiimide • monohydrochloride 3.1 g, and the 
reaction liquor was stirred at room temperature for three hours. The reaction liquor was diluted 
with chloroform, washed successively with water and saturated aqueous sodium chloride solution, 
and thereafter was dried with anhydrous magnesium sulphate. The solvent was eliminated by 
distillation under reduced pressure and the obtained residue was purified by silica gel column 
chromatography (eluent: chloroform / methanol = 50/1) and the title compound was obtained as a 
yellow oily substance. 

Step 2 

Synthesis of N-(3-fluoro-4-pvrrolidin-2-vl phenvD pvrazine-2-carboxamide dihvdrochloride 
To methanol 50 ml solution of t-butyl 2-(2-fluoro-4-((pyrazin-2-yl carbonyl) amino) phenyl) 
pyrrolidine- 1-carboxylate 4.4 g was added 4 N hydrochloric acid-dioxane solution 50 ml, and the 
reaction liquor was stirred at room temperature for one hour. The solvent was eliminated by 
distillation under reduced pressure, and the title compound was obtained as a yellow solid 

Step 3 

Synthesis of N-(4-(l -acetyl pvrrolidin-2-ylV3-fluorophenvD pvrazine-2-carboxamide 
To N-(3-fluoro-4-pyrrolidin-2-yl phenyl) pyrazine-2-carboxamide dihydrochloride 4.3 g 
dissolved in pyridine 50 ml solution, acetic anhydride 1.5 ml was added, and the reaction liquor 
was stirred at room temperature for 20 minutes. The reaction liquor was diluted with chloroform, 
washed successively with water and saturated aqueous sodium chloride solution, and thereafter 
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dried with anhydrous magnesium sulphate. The solvent was eliminated by distillation under 
reduced pressure and the obtained residue was purified by silica gel column chromatography 
(eluent: chloroform/methanol = 50/1) and the title compound was obtained as a yellow solid 

Step 4 

Synthesis of N-(4-f 1 -acetyl p\aTolidin-2-ylV5-fluoro-2-nitrophenvn pvrazine-2-carboxamide 
Fuming nitric acid 40 ml was added to N-(4-(l -acetyl pyrrolidin-2-yl)-3-fluorophenyl) 
pyrazine-2-carboxamide 3.9 g under ice cooling, and the reaction liquor was stirred at room 
temperature for two hours. The reaction liquor was diluted with iced water, and it was made basic 
with saturated aqueous sodium bicarbonate, thereafter, extraction was carried out with 
chloroform. The organic layer was washed with saturated aqueous sodium chloride solution and 
was dried with anhydrous magnesium sulphate. The solvent was eliminated by distillation under 
reduced pressure and the obtained residue was purified by silica gel column chromatography 
(eluent: chloroform / methanol - 50/1) and the title compound was obtained as a yellow oily 
substance. 

StepS 

Synthesis of N-(4-(l -acetyl pvrrolidin-2-viy5-fluoro-2-nitrophenvfl pvrazine-2-carboxamide 
enantiomer A and enantiomer B 

N-(4-(l -acetyl pyrrolidin-2-yl)-5-fluoro-2-nitrophenyl) pyrazine-2-carboxamide 500 mg was 
optically resolved with column for optical resolution (CHIRALPAK OD 2 cm<{> x 25 cmL (made 
by Daicel Chemicals Co.), mobile phase: hexane / 2-propanol 1/1, flow rate: 15 ml/min), and 
enantiomer A (retention time: 18 min), enantiomer B (retention time: 25 min) were respectively 
obtained as pale yellow oily substance. 

Step 6 

Production of 3-f4-((6-(l -acetyl pvrrolidin-2-vn-2-pvrazine-2-vl-lH-ben2imidazol-5-vn oxyl 

phenvlM.3-oxazolidine-2-one enantiomer A 

Using 3-(4-hydroxyphenyl)-l,3-oxazolidin-2-one and N-(4-(l -acetyl 

pyrrohdm-2-yl)-5-fluoro-2-mtrophenyl) pyrazine-2-carboxamide enantiomer A, the title 

compound, one of chiral body was obtained as a yellow oily substance in accordance with 

Example 338 (Step 5), a process based on this or a combination of these with a conventional 

procedure. 

'H-NMR (CDCy 5 : 1.00-2.40 (7H, m), 3.50-3,90(2H, m), 3.90-4.20 (2H, m), 4.40-4.60 (2H, m), 
5.20-5.60 (1H, m), 6.80-7.70 (6H, m), 8.50-8.75 (2H, m), 9.50-9.70 (1H, m), 10.30-10.60 (1H, 
m). 

ESI-MS (m/e): 485 (M+H). 
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Example 570 

3-(4-(f6-n -acetyl Dvrrol idin>2>vlV2-pvrazine-2-vMH>ben2imida2oI-5-vn oxvl 
phenvD-1.3-oxazolidin-2-one enantiomer B 

Using 3-(4-hydroxyphenyl)-l,3-oxazolidin-2-one and N-(4-(l -acetyl pyrrolidin-2-yl)-5- 
fluoro-2-nitrophenyl) pyrazine-2-carboxamide enantiomer B obtained in Example 569 (step 5), 
the title compound was obtained as a yellow oily substance in accordance with Example 338 
(Step 5), a process based on this or a combination of these with a conventional procedure. 
ESI-MS (m/e): 485 (M+H). 

Example 571 

6-(l-acetvl pwrolidin-2-vn-5-(4-(cvclop ropvl sulfonvn 
pherioxvV2-pvridin-2-vl-lH-benzimidazole 

Using 4-(cyclopropyl sulfonyl) phenol, the title compound was obtained as slight yellow solid by 
the same process as in Example 483, a process based on this or a combination of these with a 
normal procedure. 

'H-NMR (CDC1 3 ) 6 : 0.90-1.20 (2H, m), 1.20-1.40 (3H, m), 1.60-2.60 (7H, m), 3.50-4.00 (2H, 
m), 5.05-5.50 (1H, m), 7.00-8.20 (8H, m), 8.30-8.50 (1H, m), 8.55-8.80 (1H, m), 10.70-11.20 
(lH,m). 

ESl-MS(m/e): 503 (M+H). 
Example 572 

6-Q -acetyl pvrrolidin-2-vn-5-f4-fmethanesulfonvn phenoxvV2-pvridin-2-vl-lH-benzimidazole 
Using 4-(ethanesulfonyl) phenol, the title compound was obtained as a white solid by the same 
process as in Example 483, a process based on this or a combination of these with a normal 
procedure. 

'h-NMR (CDC1 3 ) 8 : 1.20-1.40 (3H, m), 1.60-2.50 (7H, m), 3.00-3.20 (2H, m), 3.50-4.00 (2H, 
m), 5.10-5.50 (1H, m), 6.90-7.80 (5H, m), 7.80-8.00 (3H, m), 8.30-8.50 (1H, m), 8.50-8.75 (1H, 
m), 10.60-11.20 (lH,m). 
ESI-MS (m/e): 491 (M+H). 

Example 573 

Cis-l-(4-fluoro-2-(6-(6-ethanesulfonY^ 
vrrolidin-l-vlVethanone 

Using 6-ethanesulfonyl-pyridin-3-ol, the title compound was obtained in accordance with 
Example 565 (Step 1), a process based on this or a combination of these with a conventional 
procedure. 

'h-NMR(CD 3 OD) 8 : 1.20-1.40 (3H, m), 1.90-2.30 (3H, m), 2.00-2.80 (2H, m), 3.20-3.50 (2H, 
m), 3.84-4.25 (2H, m), 5.27-5.45 (2H, m), 7.40-7.80 (4H, m), 8.00-8.20 (2H, m), 8.24-8.40 (1H, 
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m), 8.66 (1H, s), 8.80 (1H, brs). 
ESI-MS (m/e): 510 (M+H). 

Example 574 

Cis-1 -(4-fluoro-2-( 6-(6-(5-methvl-ri .2.41-oxadiazol-3-vn 
p\Tidin-3-vloxvV2-pvridin-2-vl-3H-benzimidazol-S-vlV^ 

Using 6-(5-methyl-[l,2,4]-oxadiazol-3-yl) pyridin-3-ol, the title compound was obtained in 
accordance with Example 565 (Step 1), a process based on this or a combination of these with a 
conventional procedure. 

! H-NMR(CD 3 OD) 8 : 1.90-2.30 (3H, m), 2.00-2.80 (2H, m), 2.75 (3H, s), 3.84-4.40 (2H, m), 
5.30-5.45 (2H, m), 7.25-7.80 (4H, m),-7.90-8.40 (3H, m), 8.55-8.68 (1H, m), 8.75 (1H, s). 
ESI-MS (m/e): 500 (M+H). 

Example 575 

5- ((6-( 1 -acetvl-3-fluoro pvrrolidin-2-vn-2-pvridin-2-vl-lH-ben2imidazol-5-vn oxy) 
pyridine-2-carbonitrile 

Using N-(4-(l-acetyl-3-fluoro pyrrolidin-2-yl)-5-fluoro-2-nitrophenyl) pyridine-2-carboxamide 

enantiomer B obtained in Example 566 (Step 1) and 5-hydroxypyridine-2-carbonitrile, the title 

compound was obtained as an oily substance in accordance with Example 338 (Step 5), a process 

based on this or a combination of these with a conventional procedure. 

'h-NMR (CDC1 3 ) 6 : 1.54-2.45 (5H, m), 3.61-4.34 (2H, m), 5.09-5.54 (2H, m), 7.01-7.95 (6H, 

m), 8.34-8.47 (1H, m), 8.54-8.73 (2H, m), 10.66-10.79 (1H, m). 

ESI-MS (m/e): 443 (M+H). 

Example 576 

6- n-acetvl-3-fluoro pmolidin-2-v0-5-((6-(5-methyl-[ 1 .2.4"[-oxadiazol-3-v0 pvridin-3-vfl 
oxvV2-pvridin-2-vl-l H-benzimidazole 

Using 6-(5-methyl-[l,2,4]-oxadiazol-3-yl) pyridin-3-ol, the title compound was obtained as an 
oily substance by the same process as in Example 575, a process based on this or a combination 
of these with a normal procedure. 

*H-NMR (CDC1 3 ) 6 : 1.54-2.45 (5H, m), 3.61-4.34 (2H, m), 5.09-5.54 (2H, m), 7.01-7.95 (6H, 
m), 8.34-8.47 (1H, m), 8.54-8.73 (2H, m), 10.66-10.79 (1H, m). 
ESI-MS (m/e): 443 (M+H). 

Example 577 

6-(l-acetyl pvTrolidin-2-vlV2-pyrazine-2-vl-5-f(6-pvrazin-2-vl pvridin-3-yD 
ox vV 1 H-benzimidazole 

Using 6-pyrazin-2-yl pyridin-3-ol, die title compound was obtained as a straw-coloured oily 



©Rising Sun Communications Ltd. 



http^/www.risingsun. co. uk 



WO05-063738 



321 Caution : Translation Standard is 

Post-Edited Machine Translation 



substance by the same process as in Example 570, a process based on this or a combination of 
these with a normal procedure. 

'H-NMR (CDCI3) 6 : 1.05-2.50 (7H, m), 3.50-4.00 (2H, m), 5.20-5.60 (1H, m), 7.00-7.80 (3H, 
m), 8.20-8.45 (1H, m), 8.45-8.80 (5H, m), 9.50-9.70 (2H, m), 10.40-11.30 (1H, m). 
ES1-MS (m/e): 479 (M+H). 

Example 578 

e-fl-acetvl-S-methvlpvrrolidin^-vn-S-^-methvlDvridinO-vn 
oxvV2-pvridin-2-vl-lH-benzimidazole 

Using 6-methylpyridin-3-ol and N-(4-(l-acetyl-5-methylpyrrolidin-2-yl)-5-fluoro-2-nitrophenyl) 
pyridirie-2-carboxamide obtained in Example 545, the title compound was obtained as pale 
yellow solid in accordance with Example 338 (Step 5), a process based on this or a combination 
of these with a conventional procedure. 

'h-NMR (CDC1 3 ) 6 : 1.20-2.30 (7H, m), 2.30-2.70 (6H, m), 4.05-4.60 (1H, m), 5.20-5.60 (1H, 
m), 6.80-7.50 (4H, m), 7.70-7.90 (1H, m), 8.15-8.20 (1H, m), 8.25-8.40 (2H, m), 8.50-8.80 (1H, 
m). 

ESI-MS (m/e): 428 (M+H). 
Example 579 

6-n-acetvl-5-methvlpvrrolidin-2-vn-5-((6-chloropvridin-3-vn 
oxvV2-pvridin-2-vl- 1 H-benzimidazole 

Using 6-chloropyridin-3-ol, the title compound was obtained as a straw-coloured solid by the 
same process as in Example 578, a process based on this or a combination of these with a normal 
procedure. 

*H-NMR (CDC1 3 ) 6 : 1.20-2.60 (10H, m), 4.05-4.65 (1H, m), 5.10-5.50 (1H, m), 6.80-7.70 (4H, 
m), 7.80-8.10 (2H, m), 8.15-8.50 (2H, m), 8.60-8.80 (1H, m), 10.80-1 1.30 (1H, m). 
ESI-MS (m/e): 448 (M+H). 

Example 580 

2-(5-((6-(l -acetyl pviTolidin-2-vlV2-pvridin-2-vl-lH-benzimidazol-5-vn oxv) pvridin-2-vl 
sulphanvD ethanol 

To N,N-dimethylformamide 1 ml solution of 6-(l -acetyl 

pyrrolidin-2-yl)-5-((6-chloropyridin-3-yl) oxy)-2-pyridin-2-yl-lH-benzimidazole 20 mg obtained 
in Example 504 were added successively 2-mercaptoethanol 20 mg and potassium carbonate 10 
mg, and the reaction liquor was stirred at 120°C for five hours. After cooling, the reaction liquor 
was diluted using saturated aqueous sodium bicarbonate, extracted with chloroform, and the 
organic layer was dried with anhydrous magnesium sulphate, and the solvent was eliminated by 
distillation under reduced pressure. The obtained residue was refined by preparative thin layer 
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chromatography (Kieselgel 60F254, Art5744 (Merck Co.), chloroform/methanol = 10/1), and the 
title compound was obtained as a white solid 

'h-NMR (CDC1 3 ) 6 : 1.10-2.50 (7H, m), 3.20-3.40 (2H, ra), 3.50-4.00 (4H, m), 5.20-5.50 (1H, 
m), 6.80-7.70 (5H, m), 7.80-7.95 (1H, m), 8.10-8.50 (2H, m), 8.50-8.70 (1H, m), 10.60-10.80 
(lH,m). 

ESI-MS (m/e): 476 (M+H). 
Example 581 

3 -(5-(Y6-(l -acetyl pvrrolidin-2-vlV2-pvridin-2-vl-lH-benzimidazol-5-vn oxy) pvridin-2-vl 
sulphanvD propane- l-ol 

Using 3-mercapto propane-l-ol, the title compound was obtained as a white solid by the same 
process as in Example 580, a process based on this or a combination of these with a normal 
procedure. 

*H-NMR (CDC1 3 ) 8 : 1.60-2.50 (7H, m), 3.20-3.40 (2H, m), 3.50-4.40 (6H, m), 5.20-5.60 (1H, 
m), 6.80-7.70 (5H, m), 7.80-7.95 (1H, m), 8.20-8.50 (2H, m), 8.50-8.70 (1H, m), 10.80-11.20 
(1H,1). 

ESI-MS (m/e): 490 (M+H). 
Example 582 

6-f 1 -acetyl pvrrolidin-2-vfl-2-(5-meth vlpvridin-2-vn-5-f 4-methanesulphonvl-phenox 
-lH-benzimidazole 

Using 5-methyl picolinic acid, the title compound was obtained as a straw-coloured solid by the 
same process as in Example 462, a process based on this or a combination of these with a normal 
procedure. 

J H-NMR(CD 3 OD) 5 : 1.86 and 2.10 (total 3H, each s), 1.92-2.43 (4H, m), 2.65 and 2.66 (total 3H, 
each s), 3.14 and 3.16 (total 3H, each s), 3.62-3.96 (2H, m), 5.25-5.32 (1H, m), 7.23 and 7.25 
(total 2H, each d, J - 8.8 Hz), 7.20-7.58 (3H, m), 7.95 and 7.99 (total 2H, each d, J = 8.8 Hz), 
8.38-8:42 (1H, m), 9.12-9.16 (1H, 1). 
ESI-MS (m/e): 491 (M+H). 

Example 583 

6-rt^acetvl pvrrolidin-2-vlV2-f5-methvlpyrazine-2-vn-5-(4-metfaanesulphonvl-phenoxvVlH- 
benzimidazole 

Using 5-methylpyriazine-2-carboxylic acid, the title compound was obtained as a straw-coloured 
solid by the same process as in Example 462, a process based on this or a combination of these 
with a normal procedure. 

l H-NMR(CD 3 OD) 5 : 1.87-2.45 (7H, m), 2.66 and 2.67 (total 3H, each s), 3.14 and 3.16 (total 3H, 
each s), 3.63-4.00 (2H, m), 5.26-5.34 (1H, m), 7.20-7.61 (4H, m), 7.96 and 7.99 (total 2H, each d, 
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J - 8.8 Hz), 8.69 (1H, s), 9.32 and 9.34 (total 1H, each s). 
ESI-MS (m/e): 492 (M+H). 

Example 584 

l-(4-((6-(l-acetvl-3-fluoropvridin-2-^ oxvVphenvn 
ethanone 

Using l-(4-hydroxyphenyl) ethanone, the title compound was obtained as an oily substance by 
the same process as in Example 575, a process based on this or a combination of these with a 
normal procedure. 

H-NMR (CDCLj) 5 : 1.62-2.60 (8H, m), 3.60-3.98, 4.04-4.33 (total 2H, each m), 5.11-5.56 (2H, 
m), 7.00-8.02 (8H, m), 8.33-8.48 (1H, m), 8.57-8.71 (1H, m), 10.76-11.09 (1H, m). 
ESI-MS (m/e): 459 (M+H). 

Example 585 

6-fl-acetvl-3-fluoropvridin-2-vn-5-a6-chloropvridin-3-vn 
oxvV2-pvridin-2-vl-lH-benzimidazole 

Using 6-chloropyridin-3-ol, the title compound was obtained as an oily substance by the same 
process as in Example 575, a process based on this or a combination of these with a normal 
procedure. 

'H-NMR (CDCI3) b : 1.54-2.45 (5H, m), 3.60-4.35 (2H, m), 5.20-5.60 (2H, m), 6.90-7.00, 
7.21-7.43, 7.60-7.93 (total 6H, eachm), 8.22-8.45 (2H, m), 8.58-8.70 (1H, m), 10.63-10.90 (1H, 
m). 

ESI-MS (m/e): 452 (M+H). 
Example 586 

6-Q -acetyl pvrrolidin-2-vn-5-(Y 6-( 5-methvl-f 1 .2.41-oxadiazol-3-vn Pvridin-3-yl) 
oxvV2-pvrazine-2-vl-l H-benzimidazole 

Using 6-(5-methyl-[l,2,4]-oxadiazol-3-yl) pyridin-3-ol, the title compound was obtained as an 
oily substance by the same process as in Example 570, a process based on this or a combination 
of these with a normal procedure. 

1 H-NMR (CDCy 6 : 1.60-2.47 (7H, m), 2.57-2.73 (3H, m), 3.57-3.93 (2H, m), 5.21-5.48 (1H, 
m), 7.00-7.76 (3H, m), 7.96-8.14 (1H, m), 8.52-8.68 (3H, m), 9.54-9.65 (1H, m), 10.70-11.02, 
1 1.53-10.66 (total 1H, each m). 
ESI-MS (m/e): 483 (M+H). 

Example 587 

6-f 1-acetvl p vrrolidin-2-vn-5-ff6-(methanesulphonvn pyridin-3-vn 
oxvV2-pvrazine-2-vl- 1 H-benzimidazole 
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Using 6-(methanesulphonyl) pyridin-3-ol, the title compound was obtained as an oily substance 
by the same process as in Example 570, a process based on this or a combination of these with a 
normal procedure. 

! H-NMR (CDC1 3 ) 6 : 1.51-2.47 (7H, m), 3.14-3.27 (3H, m), 3.58-3.92 (2H, m), 5.14-5.40 (1H, 
m), 7.03-7.79 (4H, m), 7.95-8.11 (1H, m), 8.48-8.71 (2H, m), 9.56-9.66 (1H, m), 10.65-10.194, 
11.34-11.49 (total 1H, each m). 
ES1-MS (m/e): 479 (M+H). 

Example 588 

l-(4-ffl>-fl -acetyl pvrrolidin-2-vn-2-pvrazine-2-vl-lH-ben2imida2ol-5-vn oxv) phenyl ethanone 
Using l-(4-hydroxyphenyl) ethanone, the title compound was obtained as an oily substance by 
the same process as in Example 570, a process based on this or a combination of these with a 
normal procedure. 

! H-NMR (CDCg 6 : 1.53-2.61 (10H, m), 3.51-3.93 (2H, m), 5.14-5.47 (1H, m), 6.95-7.74 (4H, 
m), 7.88-8.02 (2H, m), 8.53-8.68 (2H, m), 9.54-9.66 (1H, m), 10.60-10.88, 11.43-11.54 (total 1H, 
each m) 

ESI-MS(m/e): 442 (M+H). 
Example 589 

6-fl -acetyl pyrrolidin-2-yl)-5-((6-(flifluoromethoxvl pvridin-3-vD 
ox vV2-pvridin-2-vl- 1 H-benzimidazole 

Using 6-(difluoromethoxy) pyridine-3-ol, the title compound was obtained as pale yellow solid in 
accordance with Example 338 (Step 5), a process based on this or a combination of these with a 
conventional procedure. 

'H->nvlR(CD 3 OD) 6 : 1.92 and 2.18 (total 3H, each s), 1.98-2.57 (4H, m), 3.65-4.00 (2H, m), 
5.41-5,48(1H, m), 7.03 and 7.07 (total 1H, each d, J - 8.8 Hz), 7.00-7.72 (5H, m), 7.94-8.00 (1H, 
m), 8.08 (1H, s), 8.25 (1H, t, J = 7.4 Hz), 8.73 (1H, s). 
ES1-MS (m/e): 466 (M+H). 

Example 590 

6-f 1 -acetyl p vrrolidin-2-vn-2-pvrazine-2-vl-5 -(4-pvrazin-2- vl phenoxv V 1 H-benzimidazole 
Using 4-pyrazin-2-yl phenol, the title compound was obtained as a white solid by the same 
process as in Example 526, a process based on this or a combination of these with a normal 
procedure. 

1 H-NMR(CDCg 5 : 1.10-2.60 (7H, m), 3.50-4.00 (2H, m), 5.20-5^60 (1H, m), 6.70-7.80 (4H, m), 
7.90-8.20 (2H, m), 8.50-8.80 (4H, m), 8.95-9.20 (1H, m), 9.50-9.75 (1H, m), 10.60-11.40 (1H, 
m). 

ESI-MS (m/e): 478 (M+H). 
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Example 591 

4-ffS-f 1-acetyl pmolidi^2>vlV2>pvraziDe-2-vl-lH-benzi m ida7 o K5>vn oxv^ benmrntrite 
Using 4-cyanophenol, the tide compound was obtained as a yellow oily substance by the same 
process as in Example 526, a process based on this or a combination of these with a normal 
procedure. 

'H-NMR (CDCI3) 6 : 1.50-2.50 (7H, m), 3.50-3.90 (2H, m), 5.05-5.50 (1H, m), 6.65-7.80 (6H, 
m), 8.50-8.80 (2H, m), 9.50-9.70 (1H, m), 10.40-1 1.20 (1H, m). 
ESI-MS (m/e): 425 (M+H). 

Example 592 

Methyl 4-((6-( 1 -acetyl PYrrolidin-2-vl)-2-pvra2ine-2-vl-lH-be n zimida2ol-5-vn oxvY benzoate 
Using methyl 4-hydroxybenzoate, the tide compound was obtained as a yellow oily substance by 
the same process as in Example 526, a process based on this or a combination of these with a 
normal procedure. 

l H-NMR (CDCI3) 6 : 1.60-2.50 (7H, m), 3.50-4.00 (5H, m), 5.10-5.60 (1H, m), 6.70-7.80 (4H, 
m), 7.90-8.20 (2H, m), 8.50-8.70 (2H, m), 9.50-9.70 (1H, m), 10.60-11.60 (1H, m). 
ESI-MS (m/e): 458 (M+H). 

Example 593 

2-f5-((2'-fluorobiphenvl-4 -vn oxvV2-pvridin-2-vl-l H-benzimidazol-6-vn 
pyrrolidine- 1 -carboxamide 

Using 2 , -fluorobiphenyl-4-ol, the tide compound was obtained as a straw-coloured solid by the 
same process as in Example 182, a process based on this or a combination of these with a normal 
procedure. 

*H-NMR (DMSO-d 6 ) 5 : 1.60-2.60 (4H, m), 3.20-4.20 (2H, m), 5.10-5.30 (1H, m), 5.60-5.90 (2H, 
m), 6.90-7.70 (1 1H, m), 7.90-8.10 (1H, m), 8.20-8.40 (1H, m), 8.60-8.80 (1H, m). 
ESI-MS (m/e): 494 (M+H). 

Example 594 

6-fl-acetvl Pvn-oIidin-2-vl Y-5-f4-(5-methvML2.41-oxadiazol-3-vn 
phepoxvV2- pvra2ine-2-vl-lH-beii2imida2ole 

Using 4-(5-methyl-[l,2,4]-oxadiazol-3-yl) phenol, the tide compound was obtained as a white 
solid by the same process as in Example 526, a process based on this or a combination of these 
with a normal procedure.. 

'h-NMR (CDCg 8 : 1.60-2-80 (10H, m), 3.50-4.00 (2H, m), 5.15-5.60 (1H, m), 6.70-7.80 (5H, 
m), 7.90-8.20 (2H, m), 8.50-8.70 (1H, m>, 9.50-9.70 (1H, m), 10.60-1 1.50 (1H, m). 
ESI-MS (m/e): 482 (M+H). 
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Example 595 

6-((2R«5SVl-aceM-5-methvlpvrrolidin^ 
lH-benzimidazole 

Step 1 

Synthesis of 2-fluoro-N-metfaoxv-N-methvlben2amide 
To 2-fluoro-4-nitrobenzoic acid 10 g suspended in pyridine 80 ml were added 
N-methoxy-N-methylamine hydrochloride 5.79 g and l-ethyl-3-(3'-dimethylaminopropyl) 
-carbodiimide hydrochloride 12.4 g, and the reaction liquor was stirred overnight at room 
temperature. Pyridine was eliminated by distillation under reduced pressure, and thereafter, water 
was added. The obtained precipitate was recovered by filtration and, by washing with water and 
drying, the title compound was obtained as a straw-coloured solid. 

Step 2 

Synthesis of 4-amino-2-fluoro-N-methoxy-N-ynethylbenzamide 

To 2-fluoro-N-methoxy-N-methylbenzamide 10.84 g suspended in methanol 60 ml and water 30 
ml, ammonium chloride 15.2 g and iron powder 8 g were added, and the reaction liquor was 
heated under reflux for three hours. The reaction liquor was filtered using celite, and thereafter 
the solvent was eliminated by distillation under reduced pressure. The obtained residue was 
diluted with ethyl acetate and was washed using water and thereafter dried with anhydrous 
magnesium sulphate. The solvent was eliminated by distillation under reduced pressure and the 
obtained residue was purified by silica gel column chromatography (eluent: hexane / ethyl acetate 
= 9/1-1/2) and the title compound was obtained as brown oily substance. 

Step 3 

Synthesis of N-(3-fluoro-4 -f(N-methoxv-N-methvlamino) carbonvl) phenyl) 
pyrazine-2-carboxamide 

To 4-amino-2-fluoro-N-methoxy-N-methylbenzamide 3.7 g dissolved in pyridine 20 ml were 
added pyrazine-2-carboxylic acid 2.56 g and l-ethyl-3-(3Mimethylaminopropyl)- carbodiimide 
hydrochloride 4.66 g, and the reaction liquor was stirred at room temperature for one hour. 
Pyridine was eliminated by distillation under reduced pressure and thereafter the residue was 
diluted with ethyl acetate and was washed using water and thereafter dried with anhydrous 
magnesium sulphate. The solvent was eliminated by distillation under reduced pressure, and, by 
washing the obtained solid with mixed solvent of ethyl acetate and hexane, the title compound 
was obtained as a straw-coloured solid. 



Step 4 
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Synthesis of N-(4-(Y4R)-4-(Ytert-butvl (dimethyl) silvn oxvV2-pentinovlV3-fluorophenvn 
pvrazine-2-carboxamide 

To (3R)-3-(tert-butyl (dimethyl) silyl) oxy-l-butyne 4.92 g dissolved in tetrahydrofiiran 80 ml 
was added n-butyllithium (2.46M hexane solution) 1 0.8 ml at -78°C, and the reaction liquor was 
stirred at the same temperature for one hour. N-(3-fluoro-4-((N-methoxy-N -methylamino) 
carbonyl) phenyl) pyrazine-2-carboxamide 2.7 g dissolved in tetrahydrofiiran 60 ml was added at 
-78°C, and the reaction liquor was warmed to room temperaturei and thereafter, it was stirred for 
two hours. Water was added to the reaction liquid and the liquid extracted with ethyl acetate and 
was dried with anhydrous magnesium sulphate. The solvent was eliminated by distillation under 
reduced pressure and the obtained residue was purified by silica gel column chromatography 
(eluent: hexane / ethyl acetate « 9/1-1/1), and the title compound was obtained as a yellow solid 

Step 5 

Synthesis of N-(4-(Y4Rl4-fflert-butvl (dimethyH silvn oxvVpentinovlV3-fluoroDhenvn 
pvrazine-2-carbox amide 

To solution of N-(4-((4R)-4-((tert-butyl (dimethyl) silyl) oxy)-2-pentinoyl>3-fluorophenyl) 
pyrazine-2-carboxamide in mixture of 513 mg ethanol 20 ml and tetrahydrofiiran 5 ml was added 
10 % palladium-carbon catalyst 100 mg, and the reaction liquor was stirred under a hydrogen 
atmosphere for one hour 30 minutes. After eliminating the catalyst by filtration, the solvent was 
eliminated by distillation under reduced pressure and the obtained residue was purified by silica 
gel column chromatography (eluent: hexane / ethyl acetate = 9/1-1/1), and the title compound 
was obtained as a straw-coloured solid. 

Step 6 

Synthesis of N-(4-((4RVL4-dihvdroxv pentvlV3-fluorophenvn pvrazine-2-carboxamide 
To a solution of N-(4-((4R)-4-((tert-butyl (dimethyl) silyl) oxy)-pentinoyl)-3-fhiorophenyl) 
pyrazine-2-carboxamide 340 mg in mixture of tetrahydrofiiran 5 ml and methanol 10 ml was 
added sodium borohydride 89 mg, and the reaction liquor was stirred at room temperature for 30 
minutes. The reaction liquor was concentrated down by distillation under reduced pressure and 
thereafter the residue was diluted with ethyl acetate and was washed with saturated ammonium 
chloride aqueous solution, and thereafter was dried with anhydrous magnesium sulphate. By 
eliminating under reduced pressure the solvent, crude product was obtained. To tetrahydrofiiran 6 
ml solution of the obtained crude product, tetrabutyl ammonium fluoride (1M tetrahydrofiiran 
solution) 1.18 ml was added under ice cooling, and the reaction liquor was stirred at room 
temperature for two hours. The solvent was eliminated by distillation under reduced pressure and 
the obtained residue was purified by silica gel column chromatography (eluent: hexane / ethyl 
acetate = 1/1-ethyl acetate) and the title compound was obtained as a straw-coloured solid. 
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Step 7 

Synthesis of N-(4-( (5 S V 1 -acetYl-5-methvlpvrrolidin-2-vlV3 -fluorophenvH 
pvrazine-2-carboxamide 

To N-(4-((4R)-l,4-dihydroxy pentyl)-3-fluorophenyl) pyrazine-2-carboxamide 147 mg 
suspended in chloroform 6 ml were added triethylamine 0.26 ml and methanesulphonyl chloride 
0.1 1 ml, and the reaction liquor was stirred at room temperature for two hours. The reaction 
liquor was diluted with chloroform, washed using saturated aqueous sodium bicarbonate and 
thereafter, dried with anhydrous magnesium sulphate. By eliminating the solvent by distillation 
under reduced pressure, crude product was obtained. To dimethy lformamide 4 ml solution of the 
obtained crude product, sodium azide 30 mg was added under ice cooling, and the reaction liquor 
was stirred overnight at room temperature. The reaction liquor was diluted with ethyl acetate, 
washed using water and saturated aqueous sodium chloride solution, and thereafter dried with 
anhydrous magnesium sulphate. By eliminating the solvent under reduced pressure, crude 
product was obtained. To methanol 5 ml solution of the obtained crude product, copper sulfate 
pentahydrate 15 mg and sodium borohydride 52 mg were added, and the reaction liquor was 
stirred at room temperature for two hours. Sodium borohydride 35 mg was added, and the 
reaction liquor was stirred for 30 minutes. Further sodium borohydride 35 mg was added, and the 
reaction liquor was stirred for 30 minutes. The solvent was eliminated by distillation under 
reduced pressure and thereafter the residue was diluted with chloroform and was washed using 
saturated aqueous sodium bicarbonate and thereafter, dried with anhydrous magnesium sulphate. 
By eliminating the solvent by distillation under reduced pressure^ crude product was obtained. 
Acetic anhydride 0.043 ml was added to chloroform 4 ml solution of the obtained crude product, 
and the reaction liquor was stirred overnight at room temperature. The solvent was eliminated by 
distillation under reduced pressure, and thereafter, it was refined by preparative thin layer 
chromatography (Kieselgel™60F 2 54, Art5744 (Merck Co.), chloroform/methanol = 10/1), and 
obtained the title compound as straw-coloured oily substance. 

Step 8 

Synthesis of N>(4-ff2R.5SVl-acetvl>5-methvlpvrrolidin-2-vlV5-fluon)-2-nitrophenvn 
pvrazine-2-c arboxamide 

To N-(4-((5S)-l-acetyl-5-methylpyrrolidin-2-yl)-3-fluorophenyl) pyrazine-2-carboxamide 59 mg, 
fuming nitric acid 1 ml was added at room temperature, and the reaction liquor was stirred at the 
same temperature for 30 minutes. The reaction liquor was diluted with chloroform and was 
washed using saturated aqueous sodium bicarbonate and thereafter, dried with anhydrous 
magnesium sulphate. The solvent was eliminated by distillation under reduced pressure, and 
thereafter, it was refined by preparative thin layer chromatography (Kieselgel™60F254, Art5744 
(Merck Co.), ethyl acetate), and obtained the title compound as straw-coloured oily substance. 
(Rf : trans body > cis body) 
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Step 9 

Production of 

6-(teR.5S Vl-aceM-S-methvlpre^ 
lH-benzimidazole 

To N-methylpyrrolidinone 1 ml solution of 

N-(4-((2R,5S)-l-acetyl-5-methylpym)H^ pyrazine-2-carboxamide 
10.4 mg were added 4-methansulphonyl-phenyl 9.2 mg, cesium carbonate 26.2 mg, and the 
reaction liquor was stirred at 90°C for one hour. Tin chloride (II) dihydrate 60 mg was added, and 
the reaction liquor was stirred at 90°C for one hour and at 100°C for two hours. To the reaction 
liquor were added ethyl acetate and saturated aqueous sodium bicarbonate, and precipitate was 
eliminated by filtration, thereafter extracted with ethyl acetate, and the organic layer was washed 
with water and saturated aqueous sodium chloride solution, and thereafter dried with anhydrous 
magnesium sulphate. The solvent was eliminated by distillation under reduced pressure, and 
thereafter, it was refined by preparative thin layer chromatography (Kieselgel™60F 25 4, Art5744 
(Merck Co.), chloroform/methanol = 10/1), and obtained the title compound as straw-coloured 
oily substance. 

'h-NMR (CDC1 3 )6: 1.31 and 1.33 (total 3H, each d, J = 6.0 Hz), 1.55-2.60 (7H, m), 3.03-3.10 
(3H, m), 4.25-4.62 (1H, m), 5.20-5.44 (1H, m), 7.01-7.68 (4H, .m), 7.85-7.97 (2H, m), 8.57-8.69 
(2H,m), 9.56-9.63 (lH,m). 
ESI-MS (m/e): 492 (M+H). 

Example 596 

N-methvl-2-(2-(5-(4-r2-me^ 
pyrrolidin- 1 -vlV2-oxoethanamine 

Using 2-methyl-2H-tetrazol-5-yl phenol, the title compound was obtained as a yellow oily 
substance by the same process as in Example 498 (Step 5)-{Step 8), a process based on these or a 
combination of these with a normal procedure. 

'h-NMR (CDCg 6 : 1.80-2.50 (7H, m), 2.90-4.00 (4H, m), 4.30-4.50 (3H, m), 5.10-5.65 (1H, 
m), 7.10 (2H, m), 7.20-7.85 (3H, m), 7.80-7.95 (1H, m), 8.05-8.20 (2H, m), 8.30-8.50 (1H, m),. 
8.50-8.70 (lH,m). 
ESI-MS (m/e); 5. 10 (M+H). 

Example 597 

6-fl-acetvl pvrrolidin-2-vn-5-ff4 , -fluorobiphenvl-4-vn oxvV2-pyridin-2-vl-lH-beiizimidazole 
Using 4*-fluorophenyl-4-ol, the title compound was obtained as a straw-coloured solid by the 
same process as in Example 483, a process based on this or a combination of these with a normal 
procedure. 
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'h-NMR (CDC^) 6 : 1.66-2.43 (7H, m), 3.44-3.92 (2H, m), 5.21-5.60 (1H, m), 6.80-7.67 (11H, 
m), 7.77-7.91 (1H, m), 8.30-8.43 (1H, m), 8.53-8.67 (1H, m), 10.89-1 1.43 (1H, m). 
ESI-MS (m/e): 493 (M+H). 

Example 598 

6-0 -acetyl pmolidin-2-vlV5-((3^fluorobipte 

Using S'-fluorophenyM-ol, the title compound was obtained as a straw-coloured solid. 
*H-NMR (CDCg 6 : 1.67-2.44 (7H, m), 3.44-3.92 (2H, m), 5.22-5.58 (1H, m), 6.92-7.68 (11H, 
m), 7.78-7.93 (1H, m), 8.33-8.45 (1H, m), 8.56-8.68 (1H, m), 10.88-11.38 (1H, m). 
ESI-MS (m/e): 493 (M+H). 

Example 599 

2-(5-( (6-cvanopvridin-3-vn oxvV2-pvridin-2-vl- 1 H-benzimidazol-6-vn 
pyrroHdine-l-carboxamide 

Using 6-cyanopyridin-3-ol, the title compound was obtained as a white solid the same process as 
in Example 162 and Example 182, a process based on these or a combination of these with a 
normal procedure. 

'h-NMR(CD80D) 6 : 1.80-2.20 (3H, m), 2.20-2.50 (1H, m), 3.40-3.60 (1H, m), 3.70-3.80 (1H, 
m), 4.80-5.30 (1H, m), 6.60-6.75 (2H, m), 7.20-7.70 (3H, m), 7.80-8.20 (3H, m) s 8.20-8.30 (1H, 
m), 8.50-8.65 (1H, m), 8.70-8.80 (1H, m). 
ESI-MS (m/e): 426 (M+H). 

Example 600 

6-(f2R,5S)-l-acetvl-5-methvlpvn-olidin-2-vlV5-r(6-f5-methvl-fL2.41-oxadiazol-3-vn 
pvridip-3-vD oxvV2-pvrazine-2-vl-l H-benzimidazole 

Using N-(4-((2R,5S)-l-acetyl-5-methylpyrrolidin-2-yl)-5-iEluoro-2-nitrophenyl^ 
pyrazine-2-carboxamide obtained in Example 595 (Step 8) and 

4-(5-methyl-[l,2,4]-oxadiazol-3-yl) phenol, the title compound was obtained as pale yellow solid 
the same process as in Example 595 (Step 9), a process based on this or a combination of these 
with a normal procedure. 

'h-NMR (CDCg 6 : 1.33 and 1.34 (total 3H, each d, J « 6.0 Hz), 1.55-2.60 (7H, m), 2.68 and 
2.70 (total 3H, each s), 4.26-4.62 (1H, m), 5.28-5.49 (1H, m), 7.03-8.12 (4H, m), 8.40-8.69 (3H, 
m), 9.57-9.63 (1H, 1). 
ESI-MS (m/e): 497 (M+H). 

Example 601 

6-fl-acetvl 

pvrrolidin-2-vlV2-(5-methvlpvrazine-2-vlV5-(4-(2-methvI-2H-tetrazol-5-vlVphenoxv 
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midazole 

Using 4-(2-methyl-2H-tetrazol-5-yl) phenol and 5-methylpyrazine-2-carboxylic acid, the title 
compound was obtained as pale yellow solid the same process as in Example 306, a process 
based on this or a combination of these with a normal procedure. 

'h-NMR(CD 3 OD) 8 : 1.88-2.48 (7H, m), 2.63 and 2.64 (total 3H, each s), 3.61-3.99 (2H, m), 
4.41 and 4.42 (total 3H, each s), 5.37-5.4 (1H, m), 7.15-7.55 (2H, m), 7.17 (2H, d, J = 8.8 Hz), 
8.08 and 8.1 1 (total 2H, each d, J = 8.8 Hz), 8.64 (1H, s), 9.27 and 9.29 (total 1H, each s). 
ESI-MS (m/e): 496 (M+H). 

Example 602 

6-fl-acetvl-4-methvlpvrrolidin-2-vlV5-r4-fmethanesulphonvn 
phenoxvV2-pvridin-2-vMH-benzimidazole 

Step 1 

Synthesis of N-(3-fIuoro-4-(3-methvl-3-butenovO phenvO pvridine-2-carboxamide 
Using pyridine-2-carboxylic acid, (2-methyl-2-propen-l-yl) magnesium chloride (0.50M 
tetrahydrofuran solution) 9.89 ml was added under ice cooling to tetrahydrofuran 10 ml solution 
of N-(3-fluoro-4-((methoxy (methyl) amino) carbonyl) phenyl) pyridine-2-carboxamide 500 mg 
obtained in accordance with the same process as in Example 145 (Step 3), a process based on this 
or a combination of these with a conventional procedure. The reaction liquor was stirred under 
ice cooling for three hours, and thereafter the reaction liquor was discharged into water, and 
extraction was carried out with ethyl acetate and dried with anhydrous sodium sulphate. The 
solvent was eliminated by distillation under reduced pressure and the obtained residue was 
purified by silica gel column chromatography (eluent: hexane / ethyl acetate = 3/1) and the title 
compound was obtained. 

Step 2 

Synthesis of N-(3-fluoro-4-( l-hvdroxv-3-methvl-3-buten-l-vO phenyl) pvridine-2-carboxamide 
To N-(3-fluoro-4-(3-methyl-3-butenoyl) phenyl) pyridine-2-carboxamide 280 mg dissolved in 
methanol 5 ml solution, sodium borohydride 88.8 mg was added. The reaction liquor was stirred 
at room temperature for three hours, and thereafter, it was discharged into saturated ammonium 
chloride aqueous solution, and extraction was carried out with ethyl acetate and dried with 
anhydrous sodium sulphate. The solvent was eliminated by distillation under reduced pressure 
and the obtained residue was purified by silica gel column chromatography (eluent: hexane / 
ethyl acetate = 2/1) and the title compound was obtained. 

Step 3 

Synthesis of N-(4-(l .4-dihvdroxv-3-methvlbutvl V3-fluorophenvri pvridine-2-carboxamide 
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Borane-methyl sulphide complex (1M dichloromethane solution) 1.20 ml was added under ice 
cooling to cyclohexene 0.082 ml dissolved in tetrahydrofuran 5 ml solution. The reaction liquor 
was stirred under ice cooling for ten minutes, and thereafter, 

N-(3-fluoro-4-(l-hydroxy-3-methyl-3-buten-l-yl) phenyl) pyridine-2-carboxamide 301 mg 
dissolved in tetrahydrofuran 3 ml solution was added, and the reaction liquor was stirred at room 
temperature for one hour. 5N sodium hydroxide aqueous solution and 35 % hydrogen peroxide 
aqueous solution 0.50 ml were added successively to the reaction liquor and stirred at room 
temperature for ten minutes. The reaction liquor was discharged into saturated ammonium 
chloride aqueous solution and was extracted with acetic acid ethyl ester, and it was dried with 
anhydrous sodium sulphate. The solvent was eliminated by distillation under reduced pressure 
and the obtained residue was purified by silica gel column chromatography (eluent: 
chloroform/methanol = 9/1) and the title compound was obtained. 

Step 4 

Synthesis of N-(3>fluoro>4-(4>methvlpvrrolidin"2>vn phenvH pvridine-2-carboxamide 
To N-(4-(l,4-dihydroxy-3-methylbutyl>3-fluorophenyl) pyridine-2-carboxamide 236 mg 
dissolved in chloroform 5 ml solution, were added under ice cooling successively triethylamine 
0.62 ml and methane sulphonyl chloride 0.213 ml, and the reaction liquor was stirred at room 
temperature for three hours. The reaction liquor was discharged into saturated aqueous sodium 
bicarbonate and was extracted with chloroform, and thereafter was dried with anhydrous sodium 
sulphate. The solvent was eliminated by distillation under reduced pressure, and the crude 
product was obtained. To dimethylformamide 3 ml solution of the obtained crude product, 
sodium azide 53.0 mg was added under ice cooling. The reaction liquor was stirred under ice 
cooling for 30 minutes and thereafter, stirred at room temperature for three hours. The reaction 
liquor was diluted with ethyl acetate and was washed using water, and thereafter was dried with 
anhydrous-sodium sulphate. The solvent was eliminated by distillation under reduced pressure, 
and the crude product was obtained. To methanol 4 ml solution of the obtained crude product, 
copper sulfate pentahydrate 20 mg and sodium borohydride 168 mg were successively added. 
The reaction liquor was stirred at room temperature for four hours, and thereafter, it was 
discharged into saturated aqueous sodium bicarbonate, and it was extracted with chloroform, and 
dried with anhydrous sodium sulphate. The solvent was eliminated by distillation under reduced 
pressure, and the crude product was obtained. To chloroform 3 ml solution of the obtained crude 
product, acetic anhydride 0.050 ml was added, and the reaction liquor was stirred at room 
temperature for 30 minutes. The solvent was eliminated by distillation under reduced pressure, 
and the residue was purified by silica gel column chromatography (eluent: hexane / ethyl acetate 
= 1/3), and the title compound was thereby obtained. 

Step 5 
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Synthesis of N-f4-( 1 -acetvl-4-meth vlpvrrolidin-2-vlVS -fluoro-2-nitrophenvn 
pvridine-2-c arboxamide 

N-(3-fluoro-4-(4-methylpyrrolidin-2-yl) phenyl) pyridine-2-carboxamide 70.7 mg was dissolved 
in fuming nitric acid I ml, and the reaction liquor was stirred at room temperature for ten minutes. 
The reaction liquor was discharged into saturated aqueous sodium bicarbonate and was extracted 
with acetic acid ethyl ester, and dried with anhydrous sodium sulphate. The solvent was 
eliminated by distillation under reduced pressure and the obtained residue was purified by silica 
gel column chromatography (eluent: hexane / ethyl acetate = 1/2), and the title compound was 
obtained. 

Step 6 

Production of 6~( , l-acetvl-4-methvlpyrrolidin-2>vn-S-(4-fmethanesulphonvn 
phenox vl-2-p vridin-2- vl- 1 H-benzimidazole 
To 2 ml N-methyl-pyrrolidinone solution of 

N-(4.(l-acetyl-4-methylpyrrolidin-2-yl)-5-fluoro-2-nitrophenyl) pyridine-2-carboxamide 15 mg 
were added successively 4-(methanesulphonyl) phenol 13.4 mg and cesium carbonate 44.9 mg, 
and the reaction liquor was stirred at 90°C for one hour. After the addition of tin chloride 
dihydrate 43.8 mg to the reaction liquor, it was wanned to 100°C and was stirred for two hours. 
The reaction liquor was dissolved in ethyl acetate, and thereafter, it was washed with saturated 
aqueous sodium bicarbonate, and dried with anhydrous sodium sulphate. The solvent was 
eliminated by distillation under reduced pressure, and the obtained residue was refined by 
preparative thin layer chromatography (Kieselgel™60F 25 4, Art5744 (Merck Co.), 
chloroform/methanol = 10/1), and obtained the title compound as a white solid. 
'h-NMR (CDCg 6 : 0.80-2.63 (9H, m), 3.00-4.40 (2H, m), 3.05 and 3.08 (total 3H, each s), 
5.03-5.43 (1H, m), 7.00-7.73 (5H, m)7.83-7.98 (3H, m), 8.33-8.43 (1H, m), 8.62-8.70 (1H, m), 
10.62-10.80 (lH,m). 
ESI-MS(m/e):491(M+H). 

Example 603 

6-f(2R.5SVl-aceWl-5-me thvlpvrrolidin-2-vn-5-f( , 6-( > methoxvmethvn pvridin-3-vn 
ox vV2-p vrazine-2-vl- 1 H-benzimidazole 

Using N-(4-((2R,5S)-l-acetyl-5-methylpyrrolidin-2-yl)-5-fluoro-2-nitrophenyl) 
pyrazine-2-carboxamide obtained in Example 595 (Step 8) and 6-(methoxymethyl) pyridin-3-ol, 
the title compound was obtained as pale yellow oily substance in accordance with Example 595 
(Step 9), a process based on this or a combination of these with a conventional procedure. 
l H-NMR (CDClj) 6 : 1.10-2.22 (10H, m), 3.48 and 3.50 (total 3H, each s), 4.26-4.62 (1H, m), 
4.57 and 4.59 (total 2H, each s), 5.33-5.52 (1H, m), 7.20-7.50 (4H, m), 8.40-8.70 (3H, m), 
9.57-9.63 (lH,m). 
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ESI-MS (m/e): 459 (M+H). 

Reference Example 1 

[1,2.4] thiadiazole-5-carboxylic acid 

To thio oxamic acid ethyl ester 1 g dissolved in chloroform 10 ml was added 
N,N-dimethylformamide dimethylacetal 2 ml, and the reaction liquor was stirred at room 
temperature for four hours. The solvent was eliminated by distillation under reduced pressure and 
the obtained residue was purified by silica gel column chromatography (eluent: hexane / ethyl 
acetate = 9/1-1/2) and amidine body 1.1 g was obtained as red oily substance. 

To amidine body 1.09 g and pyridine 0.95 ml dissolved in ethanol 18 ml was added 
hydroxylamine-O-sulfonic acid 721 mg dissolved in ethanol 20 ml, and the reaction liquor was 
stirred overnight at room temperature. The solvent was eliminated by distillation under reduced 
pressure and thereafter the residue was diluted with ethyl acetate and was washed with saturated 
aqueous sodium bicarbonate and thereafter, dried with anhydrous magnesium sulphaie. The 
solvent was eliminated by distillation under reduced pressure, and the obtained residue was 
purified by silica gel column chromatography (eluent: hexane / ethyl acetate = 9/1) and [1,2,4] 
thiadiazole-5-carboxy lie acid ethyl ester was obtained as straw-coloured oily substance. To the 
obtained [1,2,4] thiadiazole-5-carboxylic acid ethyl ester 300 mg dissolved in methanol 8 ml 
solution, IN sodium hydroxide aqueous solution 5.7 ml was added, and the reaction liquor was 
stirred overnight at room temperature. The reaction liquor was concentrated down by distillation 
under reduced pressure, and thereafter the residue was neutralized using 2 N hydrochloric acid. 
The reaction liquor was concentrated down by distillation under reduced pressure, and thereafter 
the residue was washed with chloroform-methanol = 10/1, and the title compound was obtained 
as a white solid by eliminating the obtained organic layer under reduced pressure. 

Reference Example 2 

2-difluoromethoxy-pvridin-3 -ol 

To 3-benzyloxy-2-hydroxypyridine 2 g suspended in acetonitrile 40 ml were added sodium 
carbonate 2.1 g and difluoro fluorosulfonyl acetic acid 1.24 ml, and the reaction liquor was stirred 
at room temperature for one hour, and thereafter the solvent was eliminated by distillation under 
reduced pressure. The residue was diluted with ethyl acetate and was washed using water and 
thereafter, dried with anhydrous magnesium sulphate. The solvent was eliminated by distillation 
under reduced pressure, and the obtained residue was purified by silica gel column 
chromatography (eluent: hexane / ethyl acetate = 9/1-4/1) and difluoromethoxy body was 
obtained as straw-coloured oily substance. To difluoromethoxy body 2.38 g dissolved in 
methanol 25 ml solution, 10 % palladium-carbon catalyst 500 mg was added, and the reaction 
liquor was stirred at room temperature under a hydrogen atmosphere for one hour. The catalyst 
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was eliminated by filtration by celite, and, by eliminating the solvent under reduced pressure, the 
title compound was obtained as light purple oily substance. 

Reference Example 3 
6-methanesulphonvl-pyridin-3-ol 

In 3-bromo-6-memanesulphonyl-pyridine 4.72 g dissolved in dimethylsulfoxide 8 ml were added 
bis (pinacolate) diboron 6.6 g, potassium acetate 5.9 g and (l.lMris (diphenylphosphino) 
ferrocene) dichloroparadium (II) dichloromethan complex 980 mg, and the reaction liquor was 
stirred at 80°C for two hours. Acetic acid ethyl ester and water were added to the reaction liquor, 
insolubles substance were eliminated by filtration with celite and thereafter, the organic layer was 
separated. The organic layer was washed using water and saturated aqueous sodium chloride 
solution, and thereafter dried with anhydrous magnesium sulphate, and the solvent was 
eliminated by distillation under reduced pressure. 5N sodium hydroxide aqueous solution 60 ml 
and 30 % hydrogen peroxide water 30 ml were added to tetrahydrofuran 200 ml solution of the 
obtained residue at 0°C, and the reaction liquor was stirred overnight at room temperature. The 
reaction liquor was diluted with diethyl ether and thereafter washed using water. The aqueous 
layer was acidified with 5 N hydrochloric acid and extraction was carried out with ethyl acetate. 
The organic layer was dried with anhydrous magnesium sulphate, and the solvent was eliminated 
by distillation under reduced pressure. By washing the obtained residue with mixed solvent of 
chloroform and hexane, the title compound was obtained as a brown solid. 

Reference Example 4 

6-etbanesulfonvl-pvridin-3-ol 

Using 3-chIoro-6-ethane sulfonyl-pyridine, the title compound was obtained the same method as 
in Reference Example 3, process base on this or by combining these with the normal method. 

Reference Example 5 

(2R«4RM-hvdroxv-pvrrolidine-2-carboxvlic acid methoxv-methvl amide 
Stepl 

Synthesis of teR^R^-ftert-butvl-diphenvl-silanvl oxv)-pyrrolidine-1.2-dicarboxvlic acid 
1 -benzyl ester 

To (2R,4R)-4-hydroxy-pyrrolidine-l,2-dicarboxylic acid 1 -benzyl ester 3.61 g dissolved in 
dimethylformamide 60 ml were added successively tert-butyl diphenyl silyl chloride 2.32 g and 
imidazole 2.32 g, and the reaction liquor was stirred overnight at room temperature. The reaction 
liquor was diluted with ethyl acetate, washed successively with saturated ammonium chloride 
aqueous solution, saturated aqueous sodium chloride solution, and thereafter dried with 
anhydrous sodium sulphate. The solvent was eliminated by distillation under reduced pressure, 
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and the obtained residue was purified by silica gel column chromatography (eluent: hexane / 
ethyl acetate = 1/2) and the title compound was obtained. 

Step 2 

Synthesis of (2R.4R)-4-(tert-butvl-diphenvl-silanvl 

pxy )>2-(methoxy-methyl-c arbamoyl)-pyrrolidine-l-carboxylic acid benzyl ester 
To (2R,4R)-4-(tert-butyl-diphenyl-silanyl oxy)-pyrrolidine-l,2-dicarboxylic acid 1 -benzyl ester 
2.62 g dissolved in pyridine 30 ml solution obtained in (Step 1) were added successively 
l-(3-dimethylaminopropyl)-3-ethyl carbodiimide hydrochloride 1.50 g and 0,N-dimethyl 
hydroxylamine hydrochloride 761 mg, and the reaction liquor was stirred overnight at room 
temperature. The solvent of the reaction liquor was eliminated by distillation under reduced 
pressure and the obtained residue was purified by silica gel column chromatography (eluent: 
hexane / ethyl acetate = 1/1) and the title compound was obtained. 

Step 3 

Synthesis of ^R^RM'hvdroxv^-methoxv-methvl-carbamovl-pvrrolidine-l-carboxvlic acid 
benzvl ester 

To tetrahydrofuran 30 ml solution of (2R,4R)-4-(tert-butyl-diphenyl-silanyl 
oxy)-2-(methoxy-methyl-carbamoyl)-pyrrolidine-l-carboxylic acid benzyl ester 2.04 g obtained 
in (Step 2) was added tetrabutyl ammonium fluoride (1M tetrahydrofuran solution) 7.46 ml, and 
the reaction liquor was stirred at room temperature for 20 minutes. The solvent of the reaction 
liquor was eliminated by distillation under reduced pressure and the obtained residue was purified 
by silica gel column chromatography (eluent: hexane / ethyl acetate = 1/3) and the title compound 
was obtained. 

Step 4 

Production of f2R.4R)-4-hvdroxv-pvrrolidine-2-carboxvlic acid methoxv-methvl amide 
To ethanol 20 ml solution of 

(2R,4R)-4-hydroxy-2-methoxy-methyl-carbamoyl-pyrrohdine-l-carboxylic acid benzyl ester 600 
mg obtained in (Step 3) was added 10 % palladium-carbon catalyst 100 mg, and the reaction 
liquor was stirred overnight under a hydrogen atmosphere. The reaction liqour was stirred under 
hydrogen atmosphere over night The catalyst was eliminated by filtration with celite, thereafter 
the solvent was eliminated by distillation under reduced pressure, and the title compound was 
thereby obtained. 

Possible Commercial Applications 

The substituted benzimidazole derivatives in accordance with this invention and represented by 
aforesaid formula (I-O) demonstrate excellent glucokinase activity and therefore are useful in the 
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Patent Claims ' 

1. A compound represented by Formula (1-0), or pharmacologically acceptable salts thereof 



( tf-*^4 




0-0) 

[wherein, X denotes a carbon atom or nitrogen atom, 

X|, X 2 , X 3 and X, each independently denote carbon atom or nitrogen atom, 

A ring denotes a 5-6 membered nitrogen containing heteroaromatic ring represented by formula 

(11) 

which may containing 1-3 heteroatoms selected from nitrogen atom, sulfur atom and oxygen 
atom in the ring (excluding the nitrogen atom represented by N* in formula II), or a bicyclic ring 
in which the said nitrogen containing heteroaromatic ring and phenyl or pyridyl are condensed, 
R 1 denotes aryl or a 4-10 membered monocyclic or bicyclic heterorings containing 1-4 
heteroatoms selected from nitrogen atom, sulfur atom and oxygen atom in the ring (the said R 1 
may be each independently substituted with lto 3 R 4 , moreover, when the said heteroring is an 
aliphatic heteroring, it may contain 1 or 2 double bonds), 

R 2 each independently denote hydroxy, formyl, -CH 3 -nF a , -OCH 3 -aF a , amino, CN, halogen, C w 
akylor(CH 2 ) M OH, 

R 3 denotes -Ci^ alkyl, -(CH^-OH, -C(0)-OC^ alkyl, -(CH 2 )i-6-OC^ alkyl, -(CH 2 ) M -NH 2 , 
cyano, -C(0)-Ci^ alkyl, halogen, -C 2 ^alkenyl f -OCi^alkyl, -COOH, -OH or oxo, 
R 4 each independently, 

-Cu alkyl (the said alkyl may be substituted with the same or different 1 to 3 hydroxy, halogen, 
-OC(0)-C|-6 alkyl (the said alkyl may be substituted with 1 to 3 halogen), or -OCi^ alkyl) 

- C3.7 cycloalkyl, 

- C 2 ^ alkenyl, 
-C(0)-N(R 51 )R 32 , 
-S(0)2-N(R 5, )R 52 , 

-O-Ci^ alkyl (the said Cu> alkyl may be substituted with halogen or N(R 51 )R 52 ), 
-S(0)o. 2 -C^ alkyl, 

-C(O)- "Cm alkyl (the said Ci* alkyl may be substituted with halogen, amino, CN, hydroxy, -O- 
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alkyl, -CH 3 -aF a , -0C(0)-Ci_6 alkyl, -N (C,^ alkyi)C(0)0-C,_6 alkyl, -NH-C(0)0-C,.« alkyl, 
phenyl, -N(R 3 ^ 32 -NH-C(0)-C,. 6 alkyl, -N (C,^j alkyl>C(0)-Ci^ alkyl or -NH-S(O) 0 .2-C,.« 
alkyl), 

-C(S)-C 3 .7 cycloalkyl, 
-C(S)-C^ alkyl, 
-C(0)-0-Ci^ alkyl, 
-(CH 2 ) (M -N(R 53 )-C(0)-R 54 , 
-Nflt^C^-O-R 34 , 

-C(0)-aryl (the said aryl may be substituted with halogen), 
-C(0)-heteroaromatic ring, 
-C(0)-aliphatic hetero ring, 

hetero ring (the said hetero ring may be substituted with -Ci^ alkyl (the said -Cu alkyl may be 
substituted with halogen or -O-Ci^ alkyl), 

phenyl (the said phenyl may be substituted with halogen, -Cj^ alkyl, -O-Ci^ alkyl), 

halogen, CN, formyl, COOH, amino, oxo, hydroxy, hydroxy amidino or nitro, 

R 51 and R 32 each independently denote hydrogen atom, -Ci-6 alkyl, 

or 4-7 membered hetero ring formed by linking nitrogen atom, R 51 and R 52 together, 

R 53 denotes a hydrogen atom or -d-6 alkyl, 

R 34 denotes -C|^ alkyl or, 

4-7 membered nitrogen-containing aliphatic hetero ring formed by linking the alkyl of R 33 and 
R 54 , and -N-C(O)- together or 

4-7 membered nitrogen-containing aliphatic hetero ring formed by linking the alkyl of R 33 and 

R 34 , and -N-C(0)-0- together (the said aliphatic hetero ring may be substituted with oxo, and 

moreover, the said aliphatic hetero ring may contain 1 or 2 double bonds in the ring), 

X 5 denotes -0-, -S-, -S(O)-, -S(0) 2 -, single bond or -O-Ci.* -alkyl", 

a denotes, each independently, an integer of 1 , 2 or 3, 

q denotes an integer of 0-2, 

m denotes an integer of 0-2] 

(wherein the following cases were excluded: 

the case wherein one of X5 is -0-, -S-, -S(O)- or -S(0)2-, and the other X5 is single bond, and also 
R 1 is aryl or nitrogen-containing aromatic heteroring containing 1-4 heteroatoms selected from 
nitrogen atom, sulfur atom and oxygen atom (the said aryl may be substituted with 1-3 R 4 ), 
the case wherein both X 3 are single bonds, or 
the case wherein both R 1 are aliphatic heteroring). 

2. A compound in accordance with Claim 1 or pharmacologically acceptable salts thereof, 
wherein X] to X4 are all carbon atoms. 
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3. A compound in accordance with Claim 1 or pharmacologically acceptable salts thereof, 
wherein X 5 is -0-, -S-, -S(O)-, -S(0) 2 - or single bond. 

4. A compound in accordance with Claim 1 represented by formula (1-1) or pharmacologically 
acceptable salts thereof 




[in the formula, R 11 denotes phenyl which may be substituted with 1-3 R 4 or 5 or 6-membered 
nitrogen-containing heteroaromatic ring containing 1-4 heteroatoms selected from nitrogen atom, 
sulfur atom and oxygen atom (the said nitrogen-containing heteroaromatic ring may be 
substituted with 1-3 R 4 ), and aslo 

Xsj denotes -O-, -S-, -S(0)- or -S(0)2-, and the other symbols are the same as above]. 

5. A compound in accordance with Claim 4 or pharmacologically acceptable salts thereof, 
wherein both R 11 are phenyl which may be substituted with 1-3 R 4 . 

6 A compound in accordance with Claim 4 or pharmacologically acceptable salts thereof, 
wherein both R n are 5 or 6-membered nitrogen-containing heteroaromatic ring containing 1-4 
heteroatoms selected from nitrogen atom, sulfur atom and oxygen atom (the said 
nitrogen-containing heteroaromatic ring may be substituted with 1-3 R 4 ). 

7. A compound in accordance with Claim 4 or pharmacologically acceptable salts thereof, 
wherein one of the R n is phenyl which may be substituted with 1-3 R 4 and also the other R 11 is 5 
or 6-membered nitrogen-containing heteroaromatic ring containing 1-4 heteroatoms selected 
from nitrogen atom, sulfur atom and oxygen atom (the said nitrogen-containing heteroaromatic 
ring may be substituted with 1-3 R 4 ). 

8. A compound in accordance with Claim 1 represented by formula (1-2) or pharmacologically 
acceptable salts thereof 
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d-2) 

[in the formula, R n denotes phenyl which may be substituted with 1-3 R 4 or 5 or 6-membered 
nitrogen-containing heteroaromatic ring containing 1-4 heteroatoms selected from nitrogen atom, 
sulfur atom and oxygen atom (the said nitrogen-containing heteroaromatic ring may be 
substituted with 1-3 R 4 ), 

R 12 denotes 4 to 7-membered nitrogen-containing heteroring having as hetero atom constituting 
the hetero ring at least one nitrogen atom and also as other hetero atom, 1-4 heteroatoms selected 
from nitrogen atom, sulfur atom and oxygen atom (the said R 12 may be substituted with 1-3 R 4 , 
and moreover, when the said hetero ring is an aliphatic hetero ring, it may contain 1 or 2 double 
bonds), 

X 5 i is -0-, -S-, -S(O)- or -S(0) 2 -, 

X 52 is -0-, -S-, -S(O)-, -S(0) 2 - or single bond, and the other symbols are the same as above]. 

9. A compound in accordance with Claim 8 or pharmacologically acceptable salts thereof, 
wherein R 12 is 4 to 7-membered nitrogen-containing saturated aliphatic hetero ring having as 
hetero atom constituting the hetero ring at least one nitrogen atom and also as other hetero atom, 
1-2 heteroatoms selected from nitrogen atom, sulfur atom and oxygen atom (the said' 
nitrogen-containing aliphatic hetero ring may be substituted with 1-3 R 4 . And also X52 is a single 
bond, or 

R 12 is 5 to 7-membered nitrogen-containing aliphatic hetero ring having as hetero atom 
constituting the hetero ring at least one nitrogen atom and also as other hetero atom, 1-2 
heteroatoms selected from nitrogen atom, sulfur atom and oxygen atom and moreover containing 
1 or 2 double bonds in the ring (the said 5 to 7-membered nitrogen-containing hetero ring may be 
substituted with 1-3 of aforesaid R 4 . And also X52 is is -O-, -S-, -S(O)- or -S(0) 2 -. 

10. A compound in accordance with Claim 8 or pharmacologically acceptable salts thereof, 
wherein R 12 is 4 to 7-membered nitrogen-containing saturated aliphatic hetero ring having as 
hetero atom constituting the hetero ring at least one nitrogen atom and also as other hetero atom, 
1-2 heteroatoms selected from nitrogen atom, sulfur atom and oxygen atom (the said 
nitrogen-containing aliphatic hetero ring may be substituted with 1-3 R 4 . And also X52 is a single 
bond. 
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11. A compound in accordance with Claim 8 or pharmacologically acceptable salts thereof, 
wherein R 12 is 5 to 7-membered nitrogen-containing aliphatic hetero ring having as hetero atom 
constituting the hetero ring at least one nitrogen atom and also as other hetero atom, 1-2 
heteroatoms selected, from nitrogen atom, sulfur atom and oxygen atom and moreover containing 
1 or 2 double bonds in the ring (the said 5 to 7-membered nitrogen-containing hetero ring may be 
substituted with 1-3 of aforesaid R 4 . And also X 52 is -0-, -S-, -S(O)- or -S(0) 2 -. 

12. A compound in accordance with aforesaid (8) or pharmacologically acceptable salts thereof, 
wherein in formula (1-2), R 12 is 5 to 7-membered nitrogen-containing aliphatic hetero ring having 
as hetero atom constituting the hetero ring at least one nitrogen atom and also as other hetero 
atom, 1-2 heteroatoms selected from nitrogen atom, sulfur atom and oxygen atom and moreover 
containing 1 or 2 double bonds in the ring (the said 5 to 7-membered nitrogen-containing hetero 
ring may be substituted with 1-3 of aforesaid R 4 . And also X 52 is -0-. 

13. A compound or the pharmacologically acceptable salts thereof wherein formula (1-1) is 
represented by formula (1-1 1) 




(each symbol is the same as above). 

14. A compound in accordance with Claim 13 or pharmacologically acceptable salts thereof, 
wherein both X 5 i are -0-. 

15. A compound or the pharmacologically acceptable salts thereof wherein formula (1-1) is 
represented by formula (1-12) 




(M2) 

(each symbol is the same as above). 



16. A compound in accordance with Claim 15 or pharmacologically acceptable salts thereof, 
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wherein both X 5 i are -0-. 

17. A compound in accordance with Claim 10 or pharmacologically acceptable salts thereof, 
wherein R 12 is formula (III- 1) 




or formula (111-2) 




(1 11-2) 

[wherein, n denotes an integer of 1-3, and R 41 denotes the group same as the aforesaid R 4 ]. 

18. A compound in accordance with any one of Claims 1 to 17 or pharmacologically acceptable 
salts thereof, wherein the A ring is thiazolyl, imidazolyl, isothiazolyl, tbiadiazolyl, oxadiazolyl, 
triazolyl, oxazolyl, isoxazolyl, pyrazinyl, pyridyl, pyridazinyl, pyrazolyl or pyrimidinyl wll of 
which may be substituted with 1-3 of aforesaid R 4 . 

19. A compound or pharmacologically acceptable salts thereof, wherein the compound 
represented by formula (1-0) is 
5-(4-methanesulphonyl-phenoxy)-2-pyrazin^ 
5-(2-caAamoyl-phenoxy)-2-pyridm-2-yl-6-(6-m^ 

zole, 

5-(2-carbamoyl-phenoxy)-2-pyrazm-2-yl-6-(6-^ 
zole, 

5-(2-fluoro-phenoxy)-2-pyridin-2-yl-6-(6-methanesu^ 
5-(2-difluoromethoxy-pyridin-3-yloxy)-6-(6-met^^ 
1 H-benzimidazole, 

5-(2-difluoromethoxy-pyridin-3-yloxy)-6-(6-methanesulphonyl-pyridin-3-yloxy) 
1 H-benzimidazole, 

5-(2-difluoromethoxy-pyridin-3-yloxy)-6-(6-meto^ 
-pyrazol-3 -yl)- 1 H-benzimidazole, 
5-(2-cyano-phenoxy)-2-pyridin-2-yl-6-(6-ethane^ 

5-(2-fluoro-phenoxy)-2-pyridin-2-yl-6-(6-ethanesulfonyl-pyridin-3-yloxy)-lH-be 
5-(2-fluoro-phenoxy)-2-(lH-pyrazol-3-yl)-6-(6-ethanesulfonyl-pyridin-3-yloxy> 
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5<2,3-difluoro-phenoxy>2-(l -rae%l^ 
-benzimidazole, 

5-(2,4-difluoro-phenoxy)-2-pyrain-2-yl-6-(6-eto^ 
> 

5-(2,5-difluoro-phenoxy)-2-pyridin-2-yl-6-(6-eth^ 
f 

5-(2,6^fluoro-phenoxy)-2-pyi^n-2-yl-6-(6-ethanesulfonyl-pyridin-3 -y loxy)- 1 H-benzimidazole 

9 ' 

5-(2,6-difluoro-phenoxy)-2-(l-methyl-iH-pyr^ 
-benzimidazole, 

5-(2-fluoropyridinO-yloxy)-6-(6-ethanesu^ 
le, 

5-(2-fluoropyridin-3-yloxy)-6-(6-ethanesulfo^ 1 H-behzimidazo 

le, 

5-(2-chloropyridin-3-yloxy)-6-(6-ethanesulfonylp^ 
le, 

5-(2-chloropyridin-3 -yloxy)-6^6-ethanesulfonylpyridin-3-yloxy>'2-pyrazin-2-yl- 1 H-benzimidazo 
le, 

5-(2-cyanopyridin-3-yloxy)-6-(6-ethanesulfonyty 
e, 

5-(2^ifluoromethoxy-pyridin-3-yloxy)-6-(6-ethan^ 
benzimidazole, 

5-(2-difluoromethoxy-pyridm-3-yloxy)-^ 
benzimidazole, 

5-(2-difluoromethoxy-pyridm-3-yloxy)-6-(4^ 
dazole, 

5<2-difluoromethoxy-pyridin-3-yloxy)^ 
idazole, 

5<2,6niifluoro-phenoxy)-2-pyndm-2-yl-6<6-meth 
zole, 

5^2-carbamoyl-phenoxy)-2-pyridin-2-yl-6^6^th^ 
e, 

5-(2-fluoro-6-cyanoi>henoxy)-2-pyridin-2-yl-6^ 
azole, 

5<2-fluoro-6-carbamoyl-phenoxy)-2-pyridin-2-yl-6-(^ 
midazole, 

5-(2-fluoro-6-carbamoyl-phenoxy)-2-pyraz^ 
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ole, 

5-(2-fluoro-6-cyano-phenoxy>2-pyrra^ 
azole, 

5-(2-fluoro-6r(tetrazol-5-yl)-phenoxy)-2-p^ 
enzimidazole, 

5-(2-difluoromethoxypyridin-3-yto^ 
1 H-benzimidazole, 

4<2-fluoro-phenoxy)-2-(pyridin-2-y0^^ 

4-(2,6-difluoro-phenoxy)-6-(6-methanesu^^^ 

zole, 

4-(2,6-difluoro-phenoxy)-6K6-^^ 
zole, 

4-(2,6-difluoro-phenoxy>6-(6-ethanesulfonyl-pyridin-3-yloxy)-2-pyrazin 
» 

4-(2,6-difluoro-phenoxy)-6-(6-ethanesulfo^ 
» 

4-(l-methyl-2-oxo-l,2-oUhydro-py^ 
H-benzimidazole, 

4^2,6^ifluoro-phenoxy)-6<6-ethanesuto^ 
dazole, 

4-(2-fluoro-phenoxy)-6^6-ethane^ 
4-(2,3nlifluoro-phenoxy)-6<6-ethanesutf^^ 

4-(2,5-dinuoro-phenoxy)-6<6-ethanesutf^^ 
> 

4-(2-cyano^-fluoro-pheno^ 
azole, 

4-(2^yano-6^fluoro-phenoxy)-6^6-meto^^ 
midazole, 

4-(2-cyano-6-fluoro-phenoxy)-6K6-m^ 
midazole, 

H2<6<5-bromo-pyridm-2-yloxy)-2^ 
ne, 

l-(2<6^6-methanesulphonyl-pyr^ 
l-yl)«ethanone, 

l-(2-(6^4-hydroxymethyl-phe™^ 
one, 

l.(2^644-methanesulphonyl-phenoxy]-2-pyridin-2-yl-3H-benzim 
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hanone, 

2-(6-(4-methanesutphonyl^ 
amide, 

2-hydroxy-H2^6-(4-methane^ 
lidin- 1 -yl)-ethanone, 
l-(2-(6-(6-ethanesulfonyl-pyridin^ 
)-ethanone, 

1- (2^6-(4-methanesulphonyl-phenoxy)-2-pyr^ 
hanone, 

2- fluoro-H2^6-(4-methanesulphony^ 
n-l-yl)-ethanbne, 

5^6^1-acetyl-pyrrolidin-2-yl)-2-pyridin-2-yl-lH-benzimidazol-5-ylox 

l-(2-(6-(4-methanesulphonyl-phenoxy)-2-p>ridin-2-yl-3H-ben2imidazol^ 

methyiamino-ethanone, 

H2-(6^4-methanesulphonyl-phenoxy)-^ 

yl)-ethanone, 

l-(4-fluoro-2<6^4-methanesulphonyl-phenoxy)-2-pyridin-2-yl-3H-benzimidazoK 
n-l-yl)-ethanone, 

NK5-(6-[l-acetyl-pyrrolidin-2-yl].2-pyridin-2-yl-lH-benzimi 
mide, 

M2-(2-(5-bromo-pyridin-2-yl)-6-(4-methanes 
din-l-yl)-ethanone, 

N-(2~(2-[6-(4-methanesulphonyl-phenoxy)^ 
)-2-oxo-ethyl)-acetamide, 

6-(l-acetylpym>lidin-2-yl)-5-(4^methoxymethyl) phenoxy>2-pyridin-2-yl-lH-benzimidazole • 

mono trifluoroacetate, 

l_(4-((6-(Hcetylpyiroli^ 

pyridine-2(lH)-one, 

6-(l -acetylpyrrolidin-2-yl)-5-((6-(5-methyl-[ 1 ,2,4]-oxadiazol-3-yl) pyridin-3-yl) 
oxy)-2-pyridin-2-yl-lH-benzimidazole, 

(2^2-(5-((2 > «fluorobiphenyM-yl)oxy)-2-pyridin-2-yl-lH-benzimidaz^ 

pyrrolidin-l-yl)-2-oxoethyl) methylamine, 

6-(l-acetylpym>lidin-2-yl)-5-(^ 

oxy)-2-pyridin-2-yl-lH-benzimidazole, 

6-(l -acetylpyrrolidin-2-yl)-5-(4-(2-methyl-2H-tetrazol-5-yl) 

phenoxy)-2-pyrazin-2-yMH-benzimidazole, 

5-(l-acetyl-3-fluoropyrrolidin-2-yl)-6-(4-(methanesulphonyl) 

phenoxy>2-pyridin-2-yl-lH-benzimidazole, 
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6-(l-acetylpyrrolidin-2-yl)-5K(6K2-methyU2H-tetrazol-5-yl)pyridin-3-yl) 
oxy)-2-pyridin-2-yl-lH-benzimidazole, 
6-(l-acetylpyrrolidin-2-yl)-5<4-(2-methyl-2H-tetra2ol-5-yl) 
phenoxy)-2-pyridin-2-yl-lH-benzimidazole, 

5- (l-acetyl-5-methylpyrTolidin-2-yl)-6-(4-(methanesulphonyl) 
phenoxy)-2-pyridin-2-y 1- 1 H-benzimidazole, 

6- (l-acetylpyrrolidin-2-yl)-5-((6^^^ 
oxy)-2-pyrazin-2-yl- 1 H-benzimidazole, 
6-(l-acetylpym>lidin-2-yi)-5-(6-(meth^^ 
oxy)-2-pyridin-2-yl- 1 H-benzimidazole, 

2-(2-(5-(4-[2-methyl-2H-tetrazol-5-yl] phenoxy)-2-pyridin-2-yl- 1 H-benzimidazol-6-yl) 
pyrrolidin-l-yl)-2-oxo ethanol, 

2- (5-(4-(2-methyl-2H-tetrazol-5-yl)phei^ 
pyrrolidine- 1 -carboxamide, 

5 '-((6-(l -acetylpym>lidin-2-yl)-2-pyridin-2-yl- 1 H-benzimidazol-5-yl) 
oxy)-2H-l ,2-bipyridin-2-one, 

3^4-((6-(l.acetylpyrrolidin-2-yl)-2-pyridin-2-yl-lH-benzimidazol-5-yl)oxy) 
phenyl)- 1 ,3-oxazolidin-2-one, 

6-(l-acetylpyirolidin-2-yl)-5-((6-methylpyridin-3-yl) oxy)-2-pyridin-2-yl-l H-benzimidazole, 
6-(l -acetylpyrrolidin-2-yl)-5-((6-pyrazin-2-yl pyridin-3-yl) 
oxy)-2-pyridin-2-yl- 1 H-benzimidazole, 
6-(l-acetyl-3-fluoropyrrolidin-2-yl)-5-((2 , -nuorobiphenyl-4-yl) 
oxy)-2-pyridin-2-yl- 1 H-benzimidazole, 

3- (4-((6-(l-acetylpynrolid^ oxy) 
phenyl)-l,3-oxazolidin-2-one, 

6-( 1 -acetylpyrrolidin-2-yl)-2-pyrazin-2-y l-5-((6-pyrazin-2-yl pyridin-3-yl) 
oxy)- 1 H-benzimidazole, 
6<l-acetylpym>lidin-2-yi)-5-((6-(5-me^ 
oxy)-2-pyrazin-2-yl- 1 H-benzimidazole, 

1_(4_((6-(1 -acetyl pyrroiidin-2-yl)-2-pyrazin-2-yl-lH-benzimidazol-5-yl) oxy) phenyl) ethanone, 

6-(l-acetylpyrrolidin-2-yl)-5-(4-(5-methyl-[l,2,4]-oxadiazol-3-yl) 

phenoxy)-2-pyrazin-2-yl- 1 H-benzimidazole, 

6-(l-acetyl-5-methylpyrrolidm-2-yl)^ 

midazole, 

N-methyl-2-(2-(5-(4-[2-methyl-2H-tetrazol-5-yl] phenoxy)-2-pyridin-2-yl-lH-benzimidazol-6-yl) 
pyrrolidin-l-yl)-2-oxo ethanamine, 

6-(l-acetyl-5-methylpyrrolidin-2-yi)-5-((6-(methoxymethyl) pyridin-3-yl) 
oxy)-2-pyrazin-2-yl- 1 H-benzimidazole, 
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HHH4-methanesulphonyl-p^ 
hanone, 

HM6-(6-methanesulphonyl-pyridin-3-yIoxy)^^ 
2-yl)-ethanone, 

HH6-(6-ethanesulfonyl-pyridin-3-yloxy)-2-pyr^ 
)-ethanone, or 

1 -(1 -(6-(6-ethanesulfonyI-pyridin-3^ 
lidin-2-yl)-etbanone. 

20. A medicinal composition comprising the following (l)-(3) to be used for therapy, prevention 
and/or delay of onset of type II diabetes mellitus; 

(1) a compound in accordance with any one of Claims 1-19, 

(2) a compound of 1 or 2 or more, selected from the group comprising following (a)-(h), 

(a) other glucokinase activator, 

(b) bis-guanide, 

(c) PPAR agonist, 

(d) insulin, 

(e) somatostatin, 

(f) ct-glucosidase inhibitor, 

(g) insulin, and 

(h) DPF-1V (dipeptidyl peptidase IV) inhibitor 

(3) a pharmacologically acceptable carrier. 

21. A glucokinase activator containing as effective ingredient a compound in accordance with 
any one of Claims 1-19 or pharmacologically acceptable salts thereof. 

22. A therapeutic and/or preventive agriet of diabetes mellitus containing as effective ingredient a 
compound in accordance with any one of Claims 1-20 or pharmacologically acceptable salts 
thereof. 

23. A therapeutic and/or preventive agnet of obesity containing as effective ingredient a 
compound in accordance with any one of Claims 1-20 or phannacologically acceptable salts 
thereof. 
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